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n 

[^#3^1] -m.^ (1) 

r4_s02— ^j^^O— S02X-$^— CONHOH (D 

v^{c^-^bT, ^^iJc2'-7©ia^r;i/=^i^>S5:^fct*\ (ch 

^ m-Y- (CHg) q-T-^*5Sti-5«Sr^t>b (fci^U, Yli-O-, -N 
r5_, -S-, -SO-, *fett-S02-S:^tel^> mfej:r3fq«, SVMCM 
5iUT l~5<DMi5c5:^t)b, mil qi:®5Fn*«2~6T'feU, *bTR^ 

R^i3:*^M^^> *fettSm=fe>b<ttMMm®®mT;b^;i/S&^t>i-*\ 
, e#|%)b<liMS^®'^'5^DS/i^nT;i/*>S:?^fSbT%«kV>.. ) , -ebXR 

[11^:^2] -m.^ (1) lc;}3V^T, R^i3<fctfR^*^ £V>lc5!&fibT* 
[^^^3] (1) ICfeVNT, R^ej:tJJR2:<)^SVMCi|g^bfc^^ 



1 



ffi|iE4#2 003-3005930 



m 

^2001 — 3. 9 7638 

- (cHg) m-Y- (CHg) q-T'^t>snss-e,fesit*«iia^<?>.t 

im^m^] (D (CHg) m-Y.- (CHg) q-ic^svx- 

[|»*^7] -ag^ (1) ^c^v^-c, xi^N-R^-e:^*}. ^(DR^i)^. R 

r2*^ 2VxtCi!g-^b&^^»3~4®r>n/^l/i/S, (CHg) 

- (CHg) 2-T?&s«*iSiiH^®fciKn^l?-Ai?fl^#, ^cz>^^±fF^S 

[fl#3^9] (1) KlfeWT, R**«^^;i/«T'«>SM*:S1~8 

7K^M^*fcli^^|gtl~4®{£^T;v^>'^a"e&S*\ $,^v^iR^;feJ:0R2 
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^2 001 — 397638 



(CHg) 2-'^*fe*-^> XA^N-R^T'feU, -&0R%*^Md=^T'feS*\ 
An>!f>'M^^T^S^S*i.-CVNT=fei:V\. ) , 2 - tf U 3-l:^'Ji?;i/«s 

^St3~4<Difi^r;i/^l/>«, (CHg) 2-0- <CH2) 2""^*^ 

%<}:v^^^t!t 1 ~4 i ibis® Kn>i?-Am^s 

MMP - 3 it)^/* T^liMMP - 1 3 ^mS^M^flJ-t'feS r $:JRFi5:ilt-SM 
MPIfflM. 

Clt:^3®l 3] MMP-lfc<fet>*MMP-l4lcMbT^®me5T'feS3 
il&iit^il'rSlt:^^! 2ia^®MMP|5aW^f!I. 

MMP- 3 ej:tJf/*fc(iMMP- 1 3 ©aiB/Cii*^gl^t- Sm®^^^* fc« 
[11:^:^16] MMP-3feJ:t>V*feliMMP- 1 3®lll§/CiiA^B§# 
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I 

1 7 ] missm^. mmmmisi^mt. r:^\tm^mmv tf-^'^x^&s^m 

[^^:^18] MMP-3. 33J:tJ«/*fcliMMP- 1 3©«S|gjtii*'5|a 

(0)hS N-CH2CONHOH C2) 

3S^6*fT'fe-5ri:$:#^i:-rSMMP-3 33J:af/*:fettMMP-l 3 ia«M. 
[0 0 0 1] 

VhU^yfJ'X^iafn^D^^f:^— If (Matrix Metal loproteinases 
[0 0 0 2] 

at8l±^#mmi^{C#^-r-&MMP|fiW#I^ (Tissue inhibitor of merallopro 
teinase:TIMPs) {C J: 'J tl^$4^TV^S. 

18am(MMP-l, MMP-2, MMP-3, MMP-7. MM 
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p-8, MMP-9, MMP-1 0, MMP-1 1, MMP-1 2. MMP-1 
3, MMP - 1 4. MMP-1 5, MMP-1 6, MMP-1 7, MMP-1 9 
. MMP-20, MMP-23, MMP-24) i^j^^^^lT V^S. 
[0 0 0 3] 

m$^m^<DmmBM.'^^^-^yf>'^^'J^^^^ CJ.Irzaskos.et aL.Acta Onthopa 
edica Scandinavica,66.150(1995)) . MMP immmit(Dmm^itmm 

m^OnmmiZ^mm^^m^^^VX^^^^tni^nX^i^^ CC.M.DoHery et a 
1., eric Res. .77,863. (1995)) , aSMi^€:^*^5^^)V^< oA^OjSJSWC 

^Si'JS:^fcbTV^5■Br|g^4*^^<fBlgStlTV^S (J.M.P.Freije et al., Journ 
al of Biological Chemistry, Vol. 269. 16766-16773, 1994) , MMP14 
, i^|;£$:@3bfc«^*^6>MStlfei^*l^iaIflS*T'%lllgStl"rv^S (J. Per 

iodontal Res., 16, 417-424(1981)) , 

^, TNF^mmm (TACE) (Nature, 370, 555-557(1994)), Tif^Jiii 
^%MMP®Sg®T?&So 
[0 0 0 4] 

tfi-?%, MMP-1 3tt, mm<DWi^<D±mm^0.^x^^r^v^y^^m 

tchell, et al., J. Clin. Invest., 97, 761 (1996)) . 3(Z)igi!l^^tt 
tJ^oT, MMP-1 3S:ia#^-5ib^^li. ^m^mfSM - VOT^^itl^'l^ 
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#2 001-397638 

CO 0 0 5] 

^mm (NSAiD) i)'^ju<m^^^t\'X^^^o va^htjif^^. zi<D«ko^^5Wic 

[0 0 0 6] 

WO 9 7/2 7 l74lc«, o -75 ^ Sfe®fc Fn^p-^-Am^^^f^*^ 

ga5^$tl■CV^S>3 wo 9 9/5 1 5 7 2, *fcl±USP a t. 61073 

[0 0 0 7] 

^©MStbTtt, MMP-lWMP-14 (MTl-MMP) ^®MMP 
IflW*^^gStlTV^S(^Sf^gS^. ••32, 931 (2000) . SSS^SS^^. 45, 1083 
(2000)). MMPy ^yi'T'i7hV^7;^Tn4MMP-9, MMP-14>'y 

6 miE^ 2003-3005930 



#2001-3 97638 

•re^^^5:M0i:-rS^3SM*«m*lfei:#;te>*l.TVNS (Renn Holmbedk et al. 
, Cell, 99, 81-92 (1999), 't-«JC#J^iaR®ffi^y ^T^U 

^ (JD §9 ;«)^:^ V ^ {c # ;t 5) *i S o 
[0 0 0 8] 

*|§ra©PMtt, MMP-3, MMP-1 S^rMMlCPfl^ 

[0 0 0 9] 

MMP-3ej:t)f/*fcttMMP-l 3ii, MMP-14fcJ: 
tJtMM P - 1 (O IflW^^^tt. S e» tCMM P - 2 * tF/ * ttMM P - 9 © 

tt, MMP- 1 4 ^rlS^t-S^i^lC^Sil^^. ^MMP- 1 4 SiaWb^VN, 
MMP- 1 3^^KJPI#^J5:#S^<, iiS^lf5:^Tofe. ^OM^. TIB-® 

^ (1) ■e5^s*i-&4- (4 -T;i/#;i/^;b*->'^:7a:7^sy)73i-;i/S5:>t 
t&mM^£\^ Ka^-y-A®M##^*^^tifcMMP - 1 3 ia#M'i4$:^-r-:&> m 

■ MP-9^MMP- 1 4®lfi^?S'^^«^b<iSV^r^:&^mb7^:. 

^IB-®^ (2) X^B^ii^it^mt^MMFm^MULX^^^ (WOO 
0/6 3 1 9 7) T'feS*^ MMP-l33J:tJJMMP-14HMUT^^^fi5-e 

3&:fe2^^ii?l8^^CfeV^■r, TMMP- lfeJ:tJ«/*fc»MMP-l 4K:*fbT^ 

mn^i tit. ^uup-i^^x:^ytkmMF-i4:KMvxm.m^m^M 

MMP-1, SJ:t;/'*fcliMMP-l 4lcM1-SiaW^ (ICso^*^^ %b<liK 
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i-fgA^ MMP-1 3, fe±t;/*fcttMMP-3K:*ftS50%iaW (IC50 
[0 0 10] 

2fi:^^i±, -sa^ (1) 
['fb3l 



vMcje-^bT. mmL2'^i<D^mrju^iyym^^t>ti)\ tr^it^- (ch 

g) m-Y- (CH2) d-X-mto-^n^m^^i^L (fe^U Ytt-O-, -N 

R^iiTK^®^, *fe«s^*b<ttMgSi®<Sitr;i/^;i/«fe^*3"t*^, 

gS^=bb<^i^S^CD'^•5^ai'^^riT;b:^>'5:?^^bTt;J:V^. ) , -ebTR 
[0 0 111 

x^;i/«, >^f-;i/»> i-^^;i/::^nfcr;ba, 2 -^5^;i/yn 1.1- 




(1) 
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Ufcb, x5^;i/^^S, ■/nbf;i/5^:r«, i-;i^;i/x^ 

MA.tf,^^-n/^^l':7-f x;i/S, x^;i/>?.>n/7'r x;i/S, >^ 
aif;i/;^;i/7>f x;i/S, i ->i^;i/x^;i/:^;i/7^ x;i/S, ^/^-n/y^.ii/^-f x;i/ 

fe«$:Si5fcb. Isanti, >t 5^ -n/^/i^JJ^-'"'^' ai^)V:7./\^^=-/vm. •^u\£.J\j7^ 
[0 0 12] 

9 ffi|IE4^ 2003-3005930 



#2 001 — 397638 



;u;rn>i^;vS, i, i. i - h U 7;i/p4-ax5^;i.S, 2. 2, -i;7;i/:tnx 
iSg^/N o T ;i/ 3 ^ e/S b T tt, 1 ~ 5 o >^ ^M^-es^s tifetJffaffi 
h^iym. pyjv:tu^h^iym. 1. 1. 1 - b U 7;i/:tDxh^^/S, 2, 

[0 0 13] 

if@®^^M^> imcDmmm^^ *feiiiM®es^M«#tf4~7M«)'^7=- 

m^^ni^^urj\yi=}ythxit. r^^py> i^nvt?y. i^-^us;>, ^ 
^^i^y, ^}v^')y, u >> ^;r^;b*u ^;r^e/ K, 

[0 0 14] 

10 ai|iEiRp2 0 0 3- 3 0 0 5 9 3 C 
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t>t. 

[0 0 15] 

o%b<lii«®^MM^*^e.^liti5> i-3<@®/^^n®^S:-^tf, # 

i,2.4-:t^-9-yTv^u;bS, h i; Tv^ u ;i/a.^Ti;^Ti/u f^^i 
;vg,trus?;i/3S> trUiJfi?-;i/S, fcru^s;;!/^. ^:^ku;^ 

feS ^ ^*>■^• 
[0 0 16] 
) ~f ) 5b^^lfe>n'5. 

11 ffi|iE#2 0 0 3 - 3 0 0 5 9 3 C 
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c) -CONR^Ir^I -SOgNR^^R^^. 

—t/ o — N NR^®— N ^5 — N S(0)t 

d) -nr13cor14, -nr^^so^rI*, 

[0 0 17] 

e) -NR^'^R^^ 

f) «sgm®<SMT;i/=3p;bS, ^ife:ttTIBa)i~3<@cD@iiST'g^sti^c® 

1 2 HJIE# 2003-3005930 



#2 001-397638 

conrIIr^I -sogNRi^R^^ R^^ i^jtR^^. mmumm-T^ 

) , -NrI^COrI^ ^fcli-NRl^sOgR^^ (^«. Rl3feJ:tFR^ 
[0 0 18] 

S W S SSIS 13 15 ® ^ * • 

[0 0 19] 

,^-.SfettM5a;SiSmS55>«l*fe^i«S5tMSIb■rv^T%)J:<. MSSia 

1 3 ffllE^t 2003-300593C 



OOi-397638 
[0 0 2 0] 

R3icfet:r-5>^g^T;i/^/i'S*^S«l^ti-cvNS#-&. i~3 

c) -CONr11r12^> -SOgNRllRl^S, -N HC ON R^^ R^^^. 
(S;rtt, R^lfiJctPR^^tt. Itfiaiiim^-e^S. ) 

d) -NrI^COrI*, -Nr13s02R^^. 

-A^^^t^m. em*) b < »Mgm® /v5-n r u e^s, b < 
asior';-;b5^:4-s. g«i%b<««ism(Z)'sf^nru-;i/^:ta. g^feb 

[0 0 2 1] 

1 4 ffi|E# 2003-300593C 



^2 001 — 397638 



7S<.mm. i&mT}\^^)^m. ®?kt;i/=i^s^^> -®!^t;i/3^2/:*j 

{gmT;i/^;v3!j>'i/^->'^«> ismr;b^;v:^;vrf^->'i^s (r(^)i¥(Z)S{cfe{^5@ 

-conrI^r^^ -so2Nr11r^2 

lit 5] 



o 

[0 0 2 2] 

7^:5I^^Cfev^T, (1) lCfeWSRlfeJ:t)fR%, »*U<l*l^-®^ 

, tfeii^^i!ci~3(D{SitT;v^>'i'S"C'^So 
R^SJ:^J^R27!)^^v^^ci^-^bTi^^i5c3~5 0T;b^^'>S$:^^1"*'' 

VMiR^feiU^R^^^^^bT- (CHg) m-Y- (CHg) q-S^fcb. mil 




.16 



1 5 
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3 

IC I'* S R i R |Bl C <Z) *^#lf e> S . 

■&=b»*b<, rcDii^R%J:tJfRj5)^3$^'^'&^^®^®^*^®^*^ 

«^*bV^ (5Qi33, 2^W^li||g:^CfeV^•r. DfitfcttF i s he r S^MlCSt5 <^ia 

IC«&^. ) . 

[002 3] 

®mr;^3^s/S*fc^i>'^a'^>M^'esm^nTv^T*)<l:v^o ) , 2-tr 

zfnr^^iyj^^/v^ xbdpsyx^;!/. ^h:Jri/^ntf;K ;Jj;i/>K^S/^^>'K 

R3Jb^Rli:-i^i^c«:oT-ef^e)J5>«il§'^•rsNM^fi<^:o^^mM^^l*^- 
?^fig-rs/v7^ns/^^nT;v*:/tt. »*b<», i^nut^v, 

m^amm^ty'-c^^^m^oynmrnthx. «^*u<tt^^;w x5^;k -yv::' 

1 6 tolE4# 2 003-30 05930 



001 -3 97638 

R^t. n^h<it. ig^^iiii~3«)^smT;i/=¥;vST?fey, HK:»*b<tt 
migti~3®iSStT;i/^;i/«-efey> x*^nr^-??«)V> ^(dr^a-^^x.^;!/, e 

% So 

. (1) ^CfeV^T, R^feJitKR^A^-i^KIfeoT, K^S!t3-4®fi 

^ir;i/^l^>S:^^Dl-*\ ^- (CHg) 2-0- (CHg) 2-^^^l-> ^ttN 

-R^-e^y, :e(3[)R^7b^^^i5cl~4<z>r>»^^^^/St'1t^S^tlTv^•r%«I:v^^ 

[0 0 2 4] 

1 7 ffiliE# 2003-3005930 
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mmm i : mn(Dmm) 

(1-1) M-2\ O O 

o ) . 
XSl : 

^ (1-1) (Dit-^mizMhx. mm^m^mi:s.!S.^^tL^. V7.n^v^ k 

&f^M$*, s: (1-2) ®ffc-^ifetc^<-i:AtT'#s. ci3-e,:til^Jli?ii 

*7^:tti;;t*-!?->©J:e)^^x-5^;i/|S, 
^/StSSti, - 1 0 Ot;*^6,^2a-t?fTt)tl§;{,^ iJfj@{Ctt, - 78-Cd>P,0-C 

TM*s»^ ji?^3o^)-is*^e,2 4^p^T'^y, nm\z\t. i^^A^p,2 4^r^ 
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001-397638 

[0 0 2 5] 

X@2 : 

it-^m (1-2) <Dit^m\t. mim-GWiitir^:it.izj^^}it^m (1-3) 

o 

mm\t. mmm^&}^ ic « v ^ e> n s ^^t- & ^ is pss ^ 5 % © t- « * v n 

^^5:Mv^s^^l*.^?^So MfS?aM»®^-io'^*^e,4or;^«=*bv>. H 

[0 0 2 6] 

^ (1-3) o-ft-pT^iitt. ^Do>?>;i/*;— ;^^l:H:fSic j:oT, ^ (1-4) ® 
^b^fl:>!K^IIS'S; 5: « s r i: *<T* ^ S o 

[0 0 2 7] 

(Sg5gi£2) 
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(2-5) 



5{j;i/d?:^;v«7!)^#SStife^ ^ (2-1) (o^fc^i^ii^ (1-4) -e^festi 
sfi-fbTU-;v>^;i/^>->'V55)^e>, s«#«T*fctt*#«Tic, ^ (2-2) © 

:^A^^s^ty\:m<D^^zrnhy^m^mm. r-fe h-F u;i/m, Wl^ 
=fob<tt»Kx5^;i/^®x:^5^>n/^, h;i/x:y, =bb<l±=5r 

iyiyymoy^mmmtyi^mm. tr^it^y'»y> ^^^^^ ^L<it^-:f9y^ 

[0 0 2 8] 

2 0 ffiliE«l^ 2003-300593C 
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byy^;i/r5:/, i, 5 -s^Tif t^i^i^n [4. 3. o] j-r-5-:cy ( 

DBN) . 1. 4->:^r^^ty^n [2. 2. 2] Uri^^y (DABCO) , 1 | 
8-i;T-!fl^S/^n [5. 4. 0] 1^>7^*-7-X> (DBU) , lfUS?> 

t^^9-)vr^J^vt^y. trny>, %b<ttN-;i5^;v^;i/'^u> (nmm 
6 0t:T'«»s. SliS^r^tt. ^ic^SfS^SM, ^ffiStv^MiP^feitJ^^^^®^^ 

2 4I^^T'feS. 

[0 0 2 9] 

X@2 : 

:*X5gtt, ^5 (2-2) <D{t^m<Dai7.7'J^m<Dm,UmKJ^*). ^ i2-3) 
-fy.- 'it-iS-V^ • (Protective Groups in Organic Synthe 

sis). ^^)-y^. i;3>.r7^U--T>K--?J->X->f>3-jKi/>f5^^yK 

(John Wiley S Sons Inc.) (1 9 8 1;^) ICiS^^ VNS:&^£««^5f tlS. 

x>, =b b < tt=5^ \yym<D^mmm^ii^m'moyp<^t.t:^\ti^^^y^^''^'^> 
its. M/b>e>M3lSis®M^®ffl-c% 3 0^K*^e>2glSS^5S^^sri:^cj: 
y, ^ (2-3) ®^t-&ti$:#€>z:i:A^-ess. 

2 1 ffilE^ 2003-3005930 
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h y 7 no >i yp^fl^^^ymtjt i£mwm^^rK. 7K*T'j1S^s*^ e>MM«g 
TIC, 3o^*^e.2HtaHl;5s*-53i:^cJ:y, ^ (2-3) (Dit^m^m^^ 

[0 0 3 0] 

\.x. i^mii7.mmm,rximt^z.h\z^^y. ^ (2-3) (D^t^m^tm< 

®;^>f;^^5:ffiv^T^ (2-3) ic^<rii*^T'^^, :i<DlS^S«i:tTr^h 

[0 0 3 1] 
X@3 : 

*XStt, ^ (2-3) ®ft^ig»®A;i/d<=3ri/;i'»5:vS'l4^bbfc:^, HFO^ 

. zir-e, -fiigisnfetKn^2/;i/y^>i:btji^jait)®»iN,o-i^>^(hU 
^ u ;b) n Ka ^ s^^H'T 5 o - ( b u ;i u ;i/) K □ ^s/;vt ^ 

yU)ii^m-f^t\>^' 

4^-;*, mf^n>fymiim. ?Sf4x:^5^;vi*, t fetter KS-^^<:&a5^*^^ 
^/xny^-fb^tSSrMVNSiiStt. ^ (2-3) ©^b^^i:. ^?!I;tli;r^-tfx 

2 2 HiliEi^ 2003-300593C 
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S/;i/T5>i:SJSS-&, ^ (2-4) 

_ 0] /^-5-x> (DBN) , 1. ^-i^y^\fiyiru [2. 2. 2] 
^> (DABCO) , 1, 8-S?Tifl^^/^n [5. 4. 0] '?>^:«7-7-X 

> (DBU) , i:fUi>->. i;^^;bT^^i^Ui^'>^ enu^> %b<«N-^ 
^;i/^;i/7ixu:^ (nmm) ^©^M^wms^^, ^tcitm.myi^m^hVt7A. 

^ 5^ls^fcKn77>, =feb<tte;?:4-^-9->^©x— r>n/il. h;i/x 
o-cT'fes, Hjis^^tt. mzRi:^um. mm-^n^mmi^^t^mmmcD^^K 

j:o-C^?SiS*^, M^l 0d3-^*^^4 8^^-r'^y. ^*b<l*3 o^^*^e>2 
[0 0 3 2] 

^ (2-3) ©^t^tl?:, ^«9#^T> Ma 

>*fet±«^s*ifeiiKn^$/;i/r5>i:jSJS3-a:, ^ (2-4) ©-fb-^wc^ 

2 3 aiiE#2 0 0 3-3 0 0 5 9 3 C 
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^;br^>, 1. 5-2?T1fbfS/^n [4. 3. 0] y:h-5-X> (DBN) 

1, 4:-^J7^ifi/^U [2. 2. 2] >t^^y (DABCO) , 1, 8 - 
7^\fiy9U [5. 4. 0] .^>7^A-7-x> (DBU) , IfU^V, 2^^^ 

;vT5^bruy>, ifnu>, %t<ttN-^5^;i/^;i/*u> (nmm) ^(Z)^ 

mmthXit. i^-j^nn^^:/, ^nad^;!/^, mmmm. %L<\tVi^u 

A^: T-h^^V'ny^y. %i.<ii'Jyi-^^y^^^<^^~^^^^^ ^yHy, h 
;bx>, %v<\t^iy\^y'^(^^^^^^^^^^^ Mx^;b=fe,b<ttSfm^^ 

SfStaSli, iiS-4 0-C5b^&8 01CT'&S*^ «F®lCli, -20•CA^&30 

oTM'&-535>«^ )iS3o^iS*^e>4 8^ra-efey. «F*b<«3 045-ra*^e,24 

[0 0 3 3] 

, 33j:t>-isa#«T*fci±##«Tic^jssi±, ^ (2-4) <Dit^mzm<^ 
rr-ei^-^MiibTii, s;7xx;bd-^::^>^u;^Ti;^■ F (dppa) , 2;>-x5^;i/ 

3i^>?.5^U-n/i/TxK (DEPC) , s;i/^n/sdf>>;v;ij;i/d<e>^-f 5 K (DCC) 
, ;!7;i/7Kx;i/S;>f (GDI) feSvMi, l-x5^;b-3- (3-e>'^ 

5^;i/T5 7>^aif;i/) ■ (edc- hcD , o- (ih- 

h^tKnd?Wh(TBTU); o- (iH-K>vrhUTvr-;b-W;i/) - 
N,N.N'.N'-7^h9>i^;i/-C'Dx<7A ^^-!^7oaJ^>:;^7x>f h (hbtu 

2 4 ffiliE^ 2003-3OO593( 



4^2 0 01-397638 

mmK^t^i^i^nn^i^y. ernn*;vi., mmimm. ^L<iti^^u 
;ux^;.r^>, hU^^;vT^>, i. [4. 3. o] . 

^-5-X> (DBN) , 1. 12. 2. 2] (D 

ABCO) . 1. [5. 4. 0] ^;>^;i;-7-X> (DB 

T^V:/ (NMM) 

a)^#lCj:oT^^^^*^> il^3 0^We,4 8^JST'feU, #*L<tt, 3 0 
^|SI;5)^e>2 4^l§IT*feSo 

:eCDfiB, ^;^d?:.S^a)^S^4b^^l*> wo O O/e 3 l 9 7, comprehensive 

rto-n/.k R r VCH Publishers, Inc. 1989) ^I'-sB 
Organic Transformation (Larock, K. t.., »L.n ru 

[0 0 3 4] 

"^^"it^m (2-4) K:feV^TE3*^llK^^^AmO«^^^^*'•^^•^' * 

y,-^y it-ii~v9 ' S/^-fei/^ (Protective. Groups in Organic Synthesi 

ohn Wiley & Sons Inc.) CI » o ■L^'' ^^odwci 

2.5 aifEi|t2 0 0 3-3 0 0 5 9 3 



#2 001-397638 

ru;vT'$,sS^«, M^iiUT^Sfti^:^ (hU7.i-;i/d-x:^7^» 

[0 0 3 5] 

^ (2-2) ®^t^Wi, tKn^2/;vT^>i:Hf5S-ftsrtK:<}:oT, ^ 
(2-5) ©'fb-&4SJ'^^<wi:*i«-eSS. 

■r^z-mz^-ox. 5iii®t^Kn=^r$/;i.r^>^?««:isssu ^ (2-2) ©^t 
r^T', sfs^asi*. jgs^ta*>e>i 5ox5T?fes. ^/s^isitt> ^^isfsm 
s^iax'^y. ^*b<i*, 3o^we>2 4itr^T'&^. ^:&s^cov^T^*w 

O 0 0/6 3 1 9 7^C|B^^4^TV^So 
[0 0 3 6] 
(SSl5i?S3 : M2pf0|gjS) 



ffiSEiit 2003-300593 



#2 001-397638 



[its] 



O R3 o 

(3-1) (3-2) 



^ (3-1) (Dit-^i&t.. R%H2%b<li^®^i:5:> aS#«T*:^=:tt#^ 
#:feTtcMfS:sit> ^ (3-2) ®fi:^WC^<^i^*^"^'^S'' 

(NMM) ^®-^^^>ta^«^*^^tf 

^^hUTft, x^/-;k >fy>^a;^>'--n/, %i.<i±y3r>^ 

;vAr$K, N. N-y^^;i/T-fehT^ N-;i^;i/-2-i:^n u e;'/ 1, 
-l o-c^^feiD^MSlgTT^^Ttot^s*^^ ^9FM^c^i01c*^e,8 01c 

[0 0 3 7] 

jimi tmm(D^mx^. ^ (2-1) ©^b^fei:. r^-ci, r^-bt, * 

2 7 ffi|i£4#2 0 0 3-3 0 0 5 9 3 C 



#2 001-3 97638 

feliR^-i^&fflv^T, ^ (3-2) 0^^m^m&:r.t.ii^-v^^. 

^fesvMi, ^ (2-1) (Dit^mn. r;i.7=iiF*fctt^b>*^^^^i-^=^ 

t KU F^JtH®liKU FSTt^SrS/SS-e'-C, ^ (3-2) (!i\^^m\Z.m<Z.>L 

-lo^*^e>^D^itSKTT'^ftetlS*^, $f5gtci±ox:;{,^e.5 otj 
TM*sA^, 5imit^R3*^e>4 8^iST'$>y, if*L<ttmF^*^e,2 4^r^T' 
(3-2) <Dit-^m\t. m^m2iimm<D:smx^ 3tc^^®>ft^^'ss<^ 

[0 0 3 8] 
(|git^4) 



r3, r*, ^^x:^Ehmmiimmx&^o ) 

X5S 1 2 

*fe^iR3-I^<J!)>'^a^>'ft^^^'^^■**^^^*'^' ^ (4-1) ic^< 

2 8 SiU^ 2003-300593 



#20 0 1—397638 

^ (4-1) ®-fb-^^tt, ^5t&2 2ii^#®:&^"e, 2^fS^®^b^^-N^<^ 

[0 0 3 9] 
Mtl 0] 




(5-2) 



5. ) 

, ^ (5-1) (Dit^mit. liig?£2tC^Lfc:&?£S:SV^T^ (5-2) CD^b^ 

2 9 ffi|iE4^2 0 0 3-3 0 0 5 9 3 0 



#2001-39 7 638 

ive Groups in Organic Synthesis), ^V-ym. P By ' V ^ V - ■ Ty \^ ' 
• — /Kl/'fT-^y KUohn Wiley & Sons Inc.) ( 1 9 8 1 ^^) 

[0 0 4 0] 

XM2 : 

^ (5-3) ®>ft^i^l*, « (5-2) CD<b^i^S:ife«#«T> 

tbfc^g^.r^:^: R^^R^^NHfcSf&S-e:, ^ (5-3) ®<l:^®^*<ii: 
feSVMi, ^ (5-2) ®-fb-&4&lcMb-r^1D:&Si-^M#^ETlC, 

m^s.m^^^^t\z^^). ^ (5-3) ®fls^ifeiic^<3i:%T'^s. 

jjxU ;i/Ti;K^®y >^xx5^;i/^, 1 - x^;i/-3 - (3 -i>~^^;i/T5 
nkf;b)-3!j-a/7Ks?>f 5 %{^<\ti^t/i^ n^^iy)\^^)^^-P^ ^ 

<Di3.)v^t?>( ^ hm 2, 2* -i;bru $;>n/i;>^;i/:7>f k^<z)J?7.;i/7^ f^^i 
hU 7aix;i/7jN>?.7^ >(Z>j:e>*'}^^7-< >®«a-&*>-&^ N,N' -\^:^ (2- 
;}-^y-3-;r^-9-l/Ue;?x;i/) x^y D «J K^(Z)U>A^-f hm 

[0 0 4 1] 

3 0 miiEi^ 2003-3005930 



4t2 001 -3 97638 

2-ifou$;7>. i,3-j;>i^;v-2-^$^v^ui^>'>> j?;i^;i/>^;vd> 
^i/F. ^\^<^\%r^^^i^^\yyi!rs7.i>r>>y^^m(Dm.'&Mmmwk> 

hu>^5^;br^>. dbu, dbn, dab go, tfUi:^^, Vi^^ 
(1) ^^<^i::«)^T'#S. 

[0 0 4 2] 

[■ft; 1 1 1 

" (6-1) 

(^cfi, R^> w, E2fe±tJtE^ttttriai;iif^"e^«>. ) 
^5 (6-1) c!)-fb^««, sg)t^3^clBSsn;t:&a;S:fflv^T|S5i•tscli:*^ 

^ (6-1) |S5t^2^C^bfc:&SS:fflV^T^ (6-2) 

3. 1 yjIS^Hf 2003-300593( 



Ji^2 001-3 97638 



tective Groups in Organic Synthesis), ifV-ym. S^3> ' U^V-- r> 
K • -y-^X- W>3-jKb-f7^^V KCJohn Wiley & Sons Inc.) (1 9 8 l¥) fC 

la^snTvxSo ^ (6-2) ©^b^ei&tt, ssJi^S2tc|B«;stifc:&?s-e. *^ 

[0 0 4 3] 
(gSjt?S7) 

['f(:i2] 



ESO-CH2(CH2)n-E^ 
(7-2) 



<f C7-3) O'il, < R2 



1^2 



OH 



(7^) Ri R2 

[0 0 4 41 

3 2 ffiliE«lt 2003-300593( 



2001-39 7 638 



^ (7-1) (Dit-^m^t. m^m2iz$&m^tit:^^mx'. m^-r^-ti^^r-^ 
^ (7-1) (Dit-^mt^ (7-2) (Dit^m^^ ^mm^K-Bm-^nt^^ 



ES^7K^s®«ii«<55m^, ^ (7-3) (Dit^mit. E^&m^mLx. r 

*^S^M<bt-S^i:lcJ:oT, ^ (7-4) 

^w^x. ox:*^e,^MT', i&i 54>*>e>6^r^s^ss«E6$:@K«Mb,4'ra 

^S:0X;*^e>^taT'l5^;b^e.3 0^ISf^fflSii:Sri:K:j;oT, ^ (7-4) 
■C'^-So ^ (7-3) <D^-^4&J:ySSit?i2i:iii^®:&^S:«vNr, x?. 

[0 0 4 5] 
(SSJtas) 



3 3 ffilEi^2 003-300593 



i|f2 001-3 97638 

[-ffcl 3] 




3g7G^lCJ:y^ (8-1) (Dit^mii^^^ (8-2) ®^b^«felC#<XST'fe 
7;un-^'*i?M7Si-S^^*T'&5. - 2 ox:OT®^S(1ffMJc«-40iCAxe,-2 

0X3)lCfeS (8-1) <Z)^?S«^j^?g?« inmKl^h}\^:^>^}^^^^^^^ 

®^ (8-2) ©-m^^fc, ^.mx^$>nit^h^\^\^uy^ym(o:^'^)m^ 

8-3) <Dfl:'^i|&ic:^<^i^^*^'^'^*» 

[0 0 4 6] 

XS3 : 

3C (8-3) (Dib-^i^^c^?fb-c, -;i^*ffii7KMS:#MS-tin:7^h>#:^ ( 
8-4) ®>fi:-&t>ic^<x®-e&So 
s;x^;i/x-7-;i/^®^?S'l4^^*®^ (8-3) o^b^tHc^bT, ^mt. 

3 4 ai|iE#20 0 3-3 0 0 5 9 3 




iit2 001-3 97638 

& So 

X@4 : 

(8-4) oD-fb^il^fc^^:*--;!/^ (8-5) a^w^^mo^y-^-y^ 

f^ffi S it, ^ ( 8 - 6 ) ©^b-&«^ IC^ < XST' & S . 

llKa79>*if3:-7^;btfi®^C (8-5) ®'fb-&i^tcMbT7j<^^b-:^hU'^^^ 
^TKm'fb^U^^A&ifwMSrf^fflSitS. mic^b-C, ^ (8-4) 
«©SiDA..S3i:tcj:y^ (8-6) cD^b^iferK:^<^i:*^T'^^, 

m 3 0 4)-*^ e> 1 2 ^la-e -5 . 

31^5 : 

(8-6) ®^b^«fe»*>e>iiKadflJ-ASi^ (8-7) (n>\^-hm 

X^6 : 

7.}\;V-< F:^ (8-7) (Z)^b^©*^e>. :^ (8-8) ®^b^4&^ 

®^-fbX5gt'feSo mx@ttSS5t^i®3:@2iiiiiaicuT^T^ri:*^T'^s, 



(§g7i)£9) 
[-fb 1 4 ] 




NHOH 



(9-1) ®>^b•^ifeS:M3is^^cfflv^■c. ig3t^S2 in^i^icu-c, ^0-2) 

3 5 miE^ 2003-300593C 



i2 001-397638 



?S & M V ^ T SS5S -r S 3 "C' ^ S . 
[0 0 4 7] 

{m^m 1 0 ) 

[-(b 1 5 1 



zix% ^ (9-1) (Dii^^mii.^ ^Ji^oy:^ 



^ (10-1) 




X€2 




NHOH 

X^l : 

s: (10-1) 4M!|8Hcfflvv mmmzunmchx. ^ (lo-s) (z>^t;^ 

ive Groups in Organic Synthesis), U i?3 > • r7>f U - ' T > F • 

>f >n-J}<l/>f^^y FCJohn Siley S Sons Inc.) (19 8 l¥) VL'^M 
S^l«^S:ffiv^-C, (10-2) <D^b^^feS:ffit«@-rs^i:*^t?tSo 
[0 0 4 8] 



3 6 



ffi|iE#2 003-300593 



2 001-3 97638 



(mmm 1 1 ) 
at 16] 



r 



NHOH 



>53 



jgjt^ 1 0 nmmKhx^^^ht:.^ (11-1) <Dit^m<Dumm^mumt 

sri:icj:U, ^ (11-2) (o^b^ifeSr-^^t-sriiA^T'^s. rr-efljt«0[ 

^Jt?£2®X5g2 (3) ^c|a®^nfe:&^65:ffiv^i.i^:;^)^T'gSo 
X®2 : • . ■ 

^■e^^*i5#-&) 

^ (1 1-2) ®'fb-^tiM^ffiS«*^S*^^*'^^='^*- 

T-;v^*^»*bv>. ;KfS;^a^ttot;*>^*Bi^SSSTT'4Te)^fc*^T'%> oic*^e> 

3 7 ffifE^t 2003-300593C 



«|#2 001-3 97638 
(1 1-2) CD-fb-^ifelC^bT-f y5/T*-hS:i2^M«ie>«. hyx^;i/T 

5.yfjti£(D3mr^zy^ iivvyf£}£(D'^mm^m. y^mmmm^^rKi^m^ 

^(11-2) (Dit^mKMLx. Tf^m^mm 

X@3 : 

[0 0 4 9] 

' S/ J/ >^ (protective Groups in Organic Synthesis), ^^)~y 
S?a> • r7>f U - • r>K--!?->X- -f^n-jKW^^^y F(John Wiley & 
sons inc.) (19 8 1^) ^tC|B«KS V^SJ: d ^J^JiS®fii®SS:^V^«> 3 i: 

::^DT-^5^'f ^- ^y^-^^ ^-a-V^ - 5/ (protective Gr 

oups in organic Synthesis) #^3 > feS VMi^tlP,lcmDfc:&&lC± U 

3 8 2003-300593 C 



#2 001—3 97638 



[0 0 5 0] 

^ • h^^'y^:7 3}- — ^ —t' a >X (Comprehensive Organic Transformations), 
R. C. 9 P ^ (Larock)^ (1 9 8 9^) IZ^^xno Zt.iti'^X'^^ 

[0 0 5 1] 

i^sa^, M;t«*?ti, mm. mta. iSis, nu^> ^mi^u-rhif 

[0 0 5 2] 

^^m0^t^<ib (1) iLi^m^i^. feJ:Of/* 

fe»B^RrMM^«-rsm-^, ^^^cD-fb-^^? (1) it. ^T© 

:^^m<Dit-^m (1) :f^j^^M^ic=foi:t3< iMJ5A±«)ii#MSflc*^# 

[0 0 5 3] 

*^w®<fc^% (1) itjA/^^i/mf^t:om^mi:mt^m-^, ^<D^m^ 



3 9 



iBffi#2 003-30 0.5 93C 



m 



# 



#2 001-397638 



[0 0 5 4] 

^Le)ST-;r>$:^;&-rS:g!ll, t^r^lSTK^^^, B^itTl^mWi 

m^, y^/vmm. if/\y^ymm. ^tvij^-h. ^M,^mm. ^^tyT^n^ii^y 
x4r>x/i/5j^:y®*g, Ky^y7.)V•ii^ym&. >'^'^hJi3:y7.)]^jt%ym^ 
, ifeiOf/t^x- h [1, 1' ->i^i/>-Kr>^- (2-t: Kadf $/-3--^7 

[0 0 5 5] 



4 0 



ma4* 2003-300593C 



4t2 001-397638 

;b x X ^'i' % * ^ ° 

y and Industry, 1980. 435; Advanced Drug Discovery Reviews 3 , 39(1989) IC 

ia«o>^nF^>yi^^55»^We>*iS. :a«c65ictt, ^)}.yf^ym<D. x^;vx^^ 

[0 0 5 6] 

mi^m. m-^m. ^^n. mmA. ^mm^tt^Mir^z.}Li^^^^^ a 

[0 0 5 7] 

4 1 miE4# 2003-300593 



#2 001-3 97638 

, ^U^m^^u^'y^nyi)^^^n.u-7.. t: K^^S/:/al^;^;^^;l/•fe^l^^- 
ym'^ifit^iytf2.(D^t>iSty^^rVym±m&: ; =in>f Kt/U^ ; tf- 
fims y U ; ; ^Umm-^ b u ^.i. ; D L-n>f ; fllliSm 

j^M i: {fc-^i^ s d i: ^ s o 

[0 0 5 8] 

:^^hy^7A, i,j^^^iyi^^)\^7.9-"f^^^i'^^> ^^d<y y K 
> ^ & # tf S ^ i: "C' ^ ^ " 

4 2 ailiE4t 2003-300593( 





4^2001-3976 38 



*>^*ti5##, a^<z)TOM, 

e>tt, »ffilii^*fcl4^)^7K4'{C5- 5 0 0 Oppm, ^f*U<tt2 5-5 0 0 
[0 0 5 9] 

h-^^m.\t. ifMi«:e>«, i?*L/<ii8 j:»;:^<DpH-e3Ei^{ciifiss*i. ^tifS 



2003-300593( 





#2 001-397638 



[0 0 6 0] 

1 Bg (nt L < ttl mg) , ±155 1 LT, 5 0 0 0 mg (Mt. L < 5 0 0 mg) & 
O.lmg) , ±|55i:LT, 1 0 0 Omg (igF*L<«3 Omg) 1 EI* fcttjRHFtC 

Ko:^l?-Aii^#f|t (1) , K^'v^^. ^tie>®m^«iic 

tf^StiSlglivhU y^;^ikM:^D5^y— ^ffiW^BiiLT^ffl-efeS, bfe*< 

[0 0 6 1] 

m^mmm (^i^^^t^mm . ^B^mmm. A-:^r>y> 



ttiaE#2 003-300593 





^2001-397 6 38 



> mmm^mmm. mmm^mm. mmmm. m^mm. mmm^, nmmm, 
mm0k. AIDS, mM'&. mik'iii/ 3 y . ^m. M^&mm. 7)vzj-}msm 
, ALs, mm&. m^c^m. sssi^mmm. :km^m. ards, r:^ifu>^«fe 
^&tn.ik^m> Th^-m&m^, M^amm. msk. #ff, iKm. mmn. 
mm^ ^m&it. ±mik^^m^. chf, m^&mmm. mmmM^m. 

, Mife, GVHD, m^w^m^. KiBJ^is, mm. itmm. sf^. 

. t^jPCfb, W^^, 'J-i/a-vr-TSS, e.vx^, Sifii^g, eilii3^?giPI, 

mm, mmmmmm. zfv:^ym, mmiimm&, mem, mmm., mm, 

nn^mmmm, mmm, mm^k, m&m, m^^^, mit, mM> m 

[0 0 6 2] 

-r^mmw^K.Mhxit, :$in^a)it^mit, TUPammm, mTup^^j^ 



miE# 2003-300593( 



^2001—397638 

[0 0 6 3] 

>r^n^3i>, 7ai-:h;i-h. mX\ti^y^-rh.m.. W>K;t^Sfi/>, 7.U>^ 
T^^tfUi', ^yifUySr^ly^^-"^ (COX) 211^^, Mxli^ n^S^^ijA • 

Co 0 6 4] 

(1) mm. mfL\t3Ly}^7.9f-y^^t^ryPiSr 

HMTOT^, m7L\t7s9=i-y. y^y]y-h. p -mmm. aceis^jw, r> 

7^ > 2/ > - 2 r>^=f-;^hfeJ: t?Jlii/W^m-f > ti t' ^Jf - i: M-^ t) 
[0 0 6 5] 

mPHWM, m^UA-zmwm. \^AKynmmm.mm. i^MDAryit^-:^ 

jW, yn'Oh^YU^ (propentofylline) *fe{i> h 07*:^- h^SB"^*) 



ffiiE#2 003-30059 



2 001-397638 



[0 0 6 6] 

:2is:^^tt*rc, -m^ (2) 
[>fb 1 7 ] 

(0)nS^^ ;n-ch2Conhoh <2) 

,4_. r^n-^ 





R*— SO2- 

S 3 i: 5:^^^ ^ SMM P - 3 « fcttMM P - 1 3 ffiWMlC 

^ (2) ^C33V^T, ntt^*b<&0-efey, »*b<«M^^l'-3 . 

4 7 ffilE# 2003-300593( 



#2 001-3 97638 



[0 0 6 7] 

^ (2) X'm^n&it^m<Dn^h^^mmt.hx. «t®^ (3) * 



(3) 





>==< CONHOH 



(4) 



So ) 

^ (2) ■t^SnS^fc^4gltt<Ki»X'*>y, WO 0 0/6 3 1 9 7tC|B^ 
[0 0 6 8] 

4 8 ffl|E<|^2 0 0 3-3 0 0 5 9.3 





#2 001—3 97638 



-fhXAD-ll (O-A • T> K • . ;Sf>fY-Y5r>HP-2 0 ( 
[0 0 6 9] 

mmm 1 

[fbi9l 

M^^B^TGXb-^^l (69g) ®THF (350ml) 7 0 XJtC?^^ 

Lfe. z:*l{Cn-y-3^;b>;5^>i7A<?)/\4r-9->^?g (f =1.56, ISTml) ^f^^g- 

:pl5^;by:^;i/7'f K (26.2ml) S:Wm-6 OiC£ilTT-iiTUfe. m^Sri^Jt, «> 
o<yfc^M{c;gLfe. -Hfegl^fl, HfSa^tC:*^ (50b1) SrtSTb, 4^x>-5^«: 



aj|I# 2003-300593( 



ii#2 001 — 3 97638 



(61. 7g, mn^mm 

[0 0 7 0] 
[fb2 0] 

fb-^tl2 (20g) , Ifmx^;i/ (2501111) , ^ilJ-)V (250inl) , tK (200bi1) 
3^K^#^, jKfSMtClt^x^;!/ (200ml) S:Jn;t. mm^miibk 

mVMV. it-^ms (46g) 
Cft2 1] 

3 . 4 

M#H^T{CUfe^anBKm (60g) ?:^?^TT'^^Lfc, zintc-ffc-^iija 

SOOiiil) (cJDxfeo TKiJfe^, j^EfSiiU, 

ft^!fe>4 (21g, 77X) 

VN!IR(DMSO-Dg) 6 3.19(s,3H), 7.09(m,2H), 7.17(n,2H), 7.67(in,2H), 7.90(in, 
•2H) 

[0 0 7 1] 

N-fci Kn * [-f y ( {4- [4-(:;^ ^;b:^;i/5j>r:;i/) 7 ai / s^] 7 x-;i;} 



aJMi^ 2003-300593< 



i|$2 001-397638 

I 



uM>Vn.Rn = -MeSOj'^^ P<v (u> 

HjN COjBn m O \ / 



I TsOH 



(COCI)2 
NH2OH 



MeS02' 




VI 



L JL^-lC^CONHOH 



400«l)5:O'CT'S5^bfe. -nic^^iBJl I(33g)S:/h^ltiCJ-^*D;lfe. i!^^ 

jt#T'^^a*T'#Mbfc. ^myi^^M^r^^Mm:^^j^'^i«i^^^' ^^^^ 

mh. ^t^mi I I (37.6g)?:#fc. 

CO 0 7 2] 
ami i i ) 

^b-^jfeiiii (37.6g) ici?>^5^;i'*;vi-r5 F(2oomi), s^fc^-^^fU^Ks. 

36g), ig®i;5jU'J7A(14.72g), 3 -i'^b* U ^i. (1 -ISg) &inxfe^> 7 0 1 4 

-fb-^^fell V(38.2g)S:#fc. 

XS(i i i ) 

^t^4fei I v(38.2g){ci^®x^;K300mi), 5 5?^^-^/^^(28) 

miiib, 'fb'&i^V(32.1g)5:#fco 
. XS(i v) . . 

5 1 ffi|E#2 0 0 3-3 0 0 5 9 3 





4#2 001-397638 



) SrjD^, OTCT^^bfc. Zl*llC:t=¥-lfU;i/^ai; K(7.46ml)S:ilF^fc. 1^ 

hy9:7>r- (^m^iE: ^^•9->/@ti^x^;^=4/6*^e,3/7) T'!|iSgL, 
#)VI (32.4g)$:^fe. 
^H-N!IR(DMSG-Dg) 6 

0.83(d,J=6.4Hz,6H),1.47(«i,2H), 1.57(ai,2H), 1.83(m,2H), 1.95(ib,1H) ,2.29(b 
,2H), 3.18 (d,J=7.2Hz,2H), 3.23(s,3H), 7.24-7. 33(n,4H) , 7.84(b,2H), 7.9 
7(m,2H), 8.78 (s.lH), 10.30(s,lH) 
[0 0 7 3] 

N^-fc Ka:SrS/-N2-(2->f V:/n3if^S/x^;i/)-N.2-({4-(4-(;;l^;i'>^;i/d? 

[^1:2 3] 




XS(i) 

2-^ y :/n3j<^£/x^;i/7'5 :^(2.5g), 2;>f y tr;bx-?^;i/r $ >(4.22b1 

)^ S?>l^;i/3f«;i/AT5 K(30nil)^Ot:T*fg^L,:/P^ft^/<>j;;i/(3.3ml)S: 



ftilE# 2003-30059 



#2 001-3 97638 



(^m^iE: 'N^-9->/»®X^;i/ = l/4) T'J^ISU \^^mi (4.3 

[0 0 7 4] 

X@(i i) 

CCW-fb-^^I (Ig), J>-f V^a tr;i/X5^;bT$>(1.4inl), V-^^)\^it^)VU 
7$ K(30«il){cMLT,-ft^t>I I (1.4g). ^/jN^H'JtCUTJnx.fco W^ilX^X 

TKl/.MJE^g^Uyc. ^?t$:i/U;i7-!f;i/;t7 9A^nvhif^7'r- : 
'\^-i^>/f^^x^;b=l/l) T?«S5{L, -ft^tjl I I (1.5«)«:#fe. 
X§( i i i ) 

'^^mi I I (1.47g)lcTOai^;K30ml). 5%/l7 i^"? A/^^(0.1g) ?:iD;t 

MfiEtHiSIU, \^^m I V (1.2g) 
XS(i v) 

ffc-^ifel V(l.l9g)ics?i'nn^^>(20mi), i7>i^;i/5^;bAT^ K(lOmg)S: 
nxfc^k. ot:i?;f:jfify;bi'D'; K(o.3ini)&jD^fe, ^M-^5i^rasi^^.^ 

bfct Kadr^>;^T$>^g^^g(0.9g), ^^^K^r^- h U t^Ad.Sg), -rh^fcK 

^UU :ii-^}V2^tf^bmB^t -ft^feV (O.Sg) 
^H-NMR(DMSO-Dg) S 

1.02(d,J=6.0H2,.6H), 3.23(s,3H), 3.33(m,2H), 3.48(m,3H), 3.81(m,2H), 
7.26-7.33 (m,4H), 7.90(m,2H), 7.98(iii,2H) , 8.90(s,lH), 10.53(s,lH) 
[0 0 7 5] 

N-(4-[(ii Kn^S/r? / )5!;;i/3ffx;i/]xh^t: Kn -2 h-k:^>-4— f ;^)- 
N-({4-^4-(;>^^;^:^;^3|^x;l/)7x/'3pi/] 7xx;i/};^;i/;}^x;b)-/j-T9x 



S 3 



ffitE#2 003-3 00593I 



lit 2- 4,] 



^2 



001-3 97638 




^ CONMe, 
A- -CONHOH 



[0 0 7 6] 

X5g(i i) 



5 4 aSliEijt2 0 0 3-3 0 0 



ij#2 001-3 97638 

[0 0 7 7] 
v) 

-1 5-C®^b^4l>V(0.47g), N-^^;^^;^d-^U> (0.25ml) , ^^h^tiFa 

(30.1), 5%A^z^^2./mmmm:)kM^r.m^. ^&(D7i^m^m%rx'mw 



(io»i)^§?sic, ^ST'O- (iH-^>yhUT^/-;v-i->r;v) -n.n.n- 
kfe. 3^ia^,s?>fv^ntf;i.75>(o.3«.i), o-^>i;;i/i^Kaap^.;i.T^> 

y-;Wl^mx^;v=o/l, 1/100) T^ISbfc. J^SSWc^^h^v: Fa 7^X10 

ml), ^^^y-;K2omi), 5%A^iy^J^mmioAz)kmxx.mu^ sm®* 

il(0.1g)S:#fe. 

5 5 tliliE^20 0 3-3 0 0 59 3 





#2 0 01-397638 



^H-NMR(DMSO-Dg) 8 

1.91(m,2H),2.29(i>,2H), 2.67(m,2H), 2.79(s,3H), 2.94(s,3H), 3.23(s,3H), 3 
.38 (t,J= 10.8H2,2H), 3.49(m,2H), 3.71(ib,2H) ,7.28(m,2H) , 7.33(in,2H), 7.8 
9 (b,2H), 7.98 (m,2H), 8.96(s,lH), 10.69 (s.lfl) 
[0 0 7 8] 

PATC^MMm 5-4 8 0) -5 t), 5-7. 9-2 4, 32-35, 37- 

3 8, 4 1 -4 2, i3^xj^4: e-4 8<Dit'^mtmmm2tmmzLx^m^ti 
. mmms. 36, 39-40, i3^n4 3 -4 4:(Dit-^mitmmmztmmK 
bTi?5i$n, -ei/TiijSM2 5-3 1, ^^x:^4 5<Dit'^mtmmm4.tmm 



mmm5 

Ut2 5] 




^H-NMR(DMSO-Dg) 3 0.82(d,J=6.8Hz,6H), 1.85(m,lH), 2.92(d,J=7.6Hz,2H) , 3.2 
3(s,3H), 3.71 (s,2H), 7.23-7.31(m,4H) , 7.87 (m,2H) , 7.97(m,2H), 8.91(s,l 
H), 10.58(s,lH) 

[0 0 7 9] 



fUVt'^Z 003-300593* 



001 -3 97638 



[it2 6] 



JO 




1h-NMR(DMS0-D6) 8 1.17(t,J=7.2Hz.3H) .2.63(t,J=7.6Hz.2H) .3.23(s,3H) . 3.41( 
t, J= 7.6Hz,2H).3.79(s.2H), 4.04(q,J=7.2Hz,2H) » 7.23-7.34 (m,4H), 7.88 
(iD,2H), 7.98(m,2H), 8.94 (s.lH). 10.62 (s.lH) 
[0 0 8 0] 

[ib 2 7 ] 

o 

N'i'-tKo^i/-2-^^;i/-N'2'-(i4-[4-U^;i/:^;v^^-^^)^^>'^^>l^ 

1h-NMR(DMS0-Ds)81.25(s,8H). 3.22(s,3H), 7.25-7.31 (m.4H) , 7.80(br ,1H) .7. 
88 (m,2H), 7.98(m,2H), 8.74(s,lH), 10.40 (s,lH) 
[0 0 8 1] 

Ut2 8] 





57 tfJ|iE4#2 0 0 3 -3 0 0 5 9 3 



4$2 001-397638 



^H-NMR (DMSO-Dg) S 1 . 17 ( t , J=7 . 2Hz ,3H) , 2 . 63 (t , J=7 . 6H2 , 2H) , 3 . 23 (s , 3H) , 3 . 41 ( 
t, J= 7.6Hz,2H),3.79(s,2H), 4.04(q,J=7.2Hz,2H) , 7.23-7.34 (m,4H) , 7.88(m 
,2H), 7.98(m,2H), 8.94 (s,iH), 10.62 (s,lH) 
[0 0 8 2] 



N'^'-t Fo^S/- N'2'-x^;i/-2-:;if-;i/-N'2'-({4-[4-(>i^;i/:;^;i/d^— 
;i/)-7xy dpi/] 7ix;i/};i;i/3}xx;i/)79->75 K 

^H-NIIR(DMSO-Dg) 5 1. 12(t,J=6.8Hz,3H), 3.19-3. 24(m,5H), 7.25-7.33 (bi,4H), 7 
.96-8.03(m,4H), 8.76 (s,lH), 10.39 (s,lH) 
[0 0 8 3) 

mmmi o 

Uk3 0] 



^H-HMR (DMSO-Dg) SI. 46 (s,6H), 3.23(s,3H) , 4.56(s,2H), 7.17-7.24(ib,7H) , 7. 
32(B,2H), 7.94-7.99(i».4H), 8.78(s,lH), 10.41 (s,lH) 
[0 0 8 4] 

mmm 1 1 





5 8 



2003-300593 



#2 001-397638 




A ^ 

lH-NMR(DMS0-D6) 6 0.74(d,J=6.8Hz.6H),1.45(s,6H),1.86(m.lH), 3.07(d,J=7.6H 
Z.2H). 3.23(s.3H ) .7.25-7.30(«.4H) . 7.96-7.99(m,4H) , 8.75(s,lH). 10.36 ( 
s,lH) 

[0 0 8 5] 

mmm 1 2 

[^b3 2] 




iH-NMRiDKSO-Dg) 6 1.82(b,2H) .2.38(b.2H) ,3.23(s.3H) ,3.64(m,2H) . 4.68 (s,2H 
), 7.22-7.39(».9H), 7.88(m,2H), 7.97(m,2H), 8.92(s,lH), 10.68 (s,lH) 
[0 0 8 6] 

mmm is 

[fl:3.3] 




N'l'-l:K^*2/-N•2'-(l4-[4-(^^;b>^;^'^^->>W7x7^i/]7xn;Mx 



5 9 



2003-300593 



#2 001-397638 



^H-NHR(DMSO-Dg) 8 3.26(s,3H) ,3.35(s,2H) ,7.28-7.32(iii,4H) ,7.85(in,2B) ,7.96(bi 
,2H), 8.02(brs,lH),8.88(s,lH), 10.56 (s.lH) 



[0 0 8 7] 



mmm 1 4 



[ft 3 4 ] 




-t Ka:^e/5^h9t Kn-2H-hr^>-4-:)!j;v5K*i^T5 K 

VNMR(DMSO-Dg) 81.16(t,J=6.8Hz,3H),1.90(m,2H), 2.30(ii,2H), 3.23(s,3H), 

.3.36(q,J=6.8Hz,2H),3.72(«,2H), 7.26-7.35(m,4H) , 7.90(m,2H), 7.97(b,2H), 
8.94(s,lH), 10.65 (s,lH) 
[0 0 8 8] 

mmmi 5 

Ut3 5] 



N-n Kn#e/-4-[-i'y >^^;i/({4-[4-(pi^;i/:^;i/5^:^;i/)-7x/#S/] yx.- 
;H>?.;i/d-N-;i/)r^7]^h^t KD-2 H-lf^>-4-:^j;i/7j<.dr-9-^ K 
^H-NMR(DMSO-Dg) 8 

0.84(d,J=6.8Hz,6H),1.82-2.02(iD,3H), 2.27(m,2H), 3.18-3.32(bi,7H),. 3.72(b, 
2H), 7.28-7.33(m,4H), 7.85 (b,2H). 7.98(m,2H), 8.95(s,lH), 10.65 (s,lH) 
[0 0 8 9] 

mmm i e 




mU^2p 03-300593( 




^H-NMR(DMSO-Dg) 8 1.15(t,J=7.2Hz,6H) ,1.47-1. 62(m,4H) , 1.90(m,2H), 2.30(in, 
2H), 3.23(s,3H), 3.37(q,J=7.2Hz,2H), 7.25(m,2H), 7.31(in,2fl), 7.90 (m,2H) 
, 7.97(b,2H), 8.77(s,1H), 10.34 (s,lH) 
[0 0 9 0] 

mmm i ? 

Ut3 7] 




^H-NMR(DMSO-Dg) S1.68(m,2H),2.40(m,4H), 3.24(s,3H), 4.56(ib,2H), 7.16 (m, 
2H), 7.27-7.36(ni,4H), 7.69(iii,2H) , 7,97(m,2H), 8.89(s,lH), 10.80(s,lH) 
CO 0 9 1] 

mmm i s 



ffilE#2 0 03-30059 



i|f2 001-397638 



Cfl:3 8] 




1h-NIIR(DMS0-D6) 8 0.85(d,J=6.4Hz,6H) ,1.66(m,2H) , 1.89(m,lH) , 2.36(b.4H) , 
2.97(d.J=7.6Hz,2H), 3.23(s.3H). 7.25(».2H). 7.32 («.2H), 7.82(m.2H) . 7.9 
7(m,2H), 8.88(s,lH). 10.58(s,lH) 
[0 0 9 2] 

mmm 1 9 
C^h 3 9 1 




lH-NMR(DMS0-Dg) 8 3.23(s.3H),3.41(m.4H). 3.56(m.4H). 3.81 (s,2H). 4.29(s,2 
H). 7.26-7.32 (m.4H) , 7.91 («.2H) , 7.97(m.2H). 8.90(s.lH). 10.90(s.lH) 
[0 0 9 3] 

mmm 2 0 



mm^2, 003-300593 



# 



i|^2 001-397638 



C^b4 0] 




N'l'-tlKD^e/-N'2*-[2-(^^;bT^y)-2-7^^yx5^;i.]-N'2'-({4-[4 

iH-NMRCDMSO-Dg) 8 2.60(d,J=4.4Hz.3H) .3.23(s,3H) , 3.83(s,2H) , 3.85(s.2H) , 
7.32 (m.4H). 7.89 («,2H). 7.98(m,2H), 8.54(br .IH) ,9.03(s.lH) , 11.09(s,lH 

) 




l-[x^;^({4-[4-(^^;^^>'^d-^-;l')7xy^i/]7xn;^}:^;l/>^^--'l')75 

lH-NMR(DMS0-D5)61.l5(t,J=7.2Hz,3H),1.69(m.2H), 2.40(m.4H). 3.23(s,3H), 
3.26(q.J=7.2Hz.2H), 7.24(«.2H). 7.32 (m,2H). 7.842(m,2H). 7.97(n..2H). 8. 
87(s,lH). 10.59(s,lH) 
[0 0 9 5] 

mmm2. 2 



liiliEi^ 2003-300593 




VNMR(DMSO-Dg) 6 l,14(t,J=7.2Hz,3H) ,3.23(s,3H) , 3.86(s,2H) , 4.04(q,J=7.2 
H2,2H), 4.17(s,2H), 7.26-7.32 (■,4H), 7.89(m,2H) , 7.98(m,2H), 8.84 (s.lH 
), 10.61 (s,lH) 

[0 0 9 6] 

mmmz a 

[-^4 3] 




N-{i-[(fc Kn^S/T5 t/Pu^y9-M-N-{{A-[A- 
(;*^;l/:x.;l/3^^n;l/)7a:/=3pi']7x-;^}:^/'^3J^-;^)yu>>:^>r h 

^H-NMR (DMSO-Dg) 6 1 . 17 ( t , J=7 . 2Hz , 3H) , 1 . 53 (m , 4H) , 1 . 89 (m , 2H) , 2 . 23 (m , 2H) ,3 . 2 
3(s,3H), 4.02(q,J=7.2Hz,2H) , 4.29(s,2H), 7.26 (m,2H), 7.31 (m,2H), 7.92(b 
,2H), 7.98(m,2H), 8.87 (s.lH), 10.42(s,lH) 
[0 0 9 7] 

mmm2 4 



ffilE#2 003-30059 




N-{[(t Fn^i/7$ y)*;t/5}?n;i/] ;^5^;i/}-N-( {4-[4-(;)i^;b:x.;i/rfN-;i/) 

^H-NMR{DMSO-Dg) 8 3.23(s,3H), 3.88 (s,2H), 4.07(s,2H), 7.26-7.32(m,2H) , 7 
.90(m,2H), 7.97(m,2H), 8.99+9.24 (s,lH), 10. 23+10. 70 (s,lH) ,13.02 (br.lH) 
[0 0 9 8] 

C^b4 5] 




N-{[(11 Kn^i'T$^)5!j;bJK-;H-2?>l^;i/:;l^;V}-N-({4-[4-(;*f^;i/;^ 
;i/3ixr.;i/):7a:y'dp2/]:7x::^;i/} x;i/*r:/b)-/8-T^-> 

VNMR(DMSO-Dg) 8 1.46(s,6H) ,2. 60(in,2e) ,3.23(s,3H) ,3. 38(m,2H) ,7.26-7.34 ( 
m,4H), 7.96-8. 00(m,4H), 8.80(s,lH), 10.41 (s,lH), 12.31 (brs,lH) 
[0 0 9 9] 

mmm zq ■ 

UtA 6] 




if}iE4*2 003-30059 




#2 001 — 3 97638 

x^;i/ N-{l-[(fc \:a^i/r^J)iit)V^-M 2/^ p/<>^;i/}-N-( {4-[4- 

^H-NHR{DMSO-Dg) 61.18(t,J=7.2Hz,3H),1.55(m,4H),1.89(in,2H),2.26(m,2H), 2 
.71 (ni,2H),3.23(s,3H), 3.54(m,2H) ,4.05(q,J=7.2Hz,2H) , 7.26-7,34 (m,4H) , 
7.89(ai,2H), 7.98(m,2H), 8.80 (s.lH), 10.43(s,lH) 
[0 10 0] 

C'fb4 7] 




OH 



^H-NMR(DMSO-Dg) 8 1.56(m,4H) ,1.90(ni,2H) ,2.26(m,2H) ,2.63(m,2H) ,3.23(s,3H) , 
3.50(B,2H),4.05(q,J=7.2Hz,2H), 7.27 (m,4H) , 7.32 (ib,4H), 7.89(m,2H), 7 
.98(b,2H), 8.80 (s,lH), 10.44(s,lH), 12.31 (brs.lH) 
[0 10 1] 

mmm 2 s 

Ut4: 8] 




X ^ ^ >r "^ 

00 O O ' I 

;i/-N ' ^' -( {4- [4-(:>i ^;i/x;i/3j>:^;i/) 7 x >^ ^ i/] 7 x -;H :^;i/Ji^::i;i/)-/5 -r 



ffilE^ 2003-30059 




4#2 001 -3 97638 



^H-NHR(DHSO-Dg) 8 1.47(s,6H) ,. 2.45(s,3H) ,2.55(m,2H) ,3.23(s,3H) ,3.37(ra,2H) 
, 7.26-7.35 (ni,4H), 7.82(m,lH) ,7.97-8.00(m,4H) , 8.77 (s.lH), 10.43 (s,lH 
) 

CO 1 0 2] 

mmm 2 9 

[ffc4 9] 




N-{4-[(t \^u^t/r^ J)iJ?U^—M9-h^\^ Kn-2H-lf^>-4-f;i/)- 

y 

^H-NMR(DMSO-Dg) 8 1.89(m,2H) ,2.28(m,2H) ,2.62(m,2H) ,3.23(s,3H) ,3.37(m,2H) , 
3.50(m,2H), 3.71(b,2H), 7.26-7.39 (m,4H), 7.gO(m,2H), 7.98(m,2H), 8.97 
(s,lH), 10.69(s,lH),12.28(brs,lH) 
[0 10 3] 

%mm 3 0 

[-fkso] 




N-{i-[(t Kodp$/r^ >')*;i/iK-;i/]$/i'n/<>^;i/}-N-({4-[4-(^^>«/ 

^H-HMR(DMS0-Dg)1.55(m,4H) ,1.89(b,2H) ,2.28(b,2H) ,2.69(ib,2H) ,2.78(s,3H) ,2. 
93(s,3.H), 3.23(s,3H), 3.48(in,2H), 7.26 (m,2H) , 7.32 (b,2H)., 7.88m,2H). 7 



ffltE#2 0P3-3OO593C 



#2 001-397638 



.98(<n,2H), 8.76 (s.lH). 10.36(s,lH) 
[0104] 

[-ft 5 1 1 




lH-NMR(DMS0-D6)1.19(t.J=6.82Hz.3H).1.88(m.2H).2.28(-.2H).2.69(».2H),3.23 
(s,3H). 3.36(m,2H). 3.53(m,2H). 3.70(m,2H) ,4.05(q,J=6.8/H2.2H) . 7.27-7.3 
5 (a.,4H), 7.90m,2H). 7.98(m,2H), 8.97 (s.lH), 10.69(s,lH) 
[0 10 5] 




iH-NHRCDMSO-De) 61.12(m,lH),1.15(t.J=6.8Hz,3H). 1.35(«.2H). 1.50(«,3H), 
1.68(m,2H). 2.28(m.2H). 3.23(s.3H). 3.32(q.J=6.8H2.2H) , 7.26(m.2H). 7. 
31(m,2H), 7.90 (m,2H), 7.98(m.2H), 8.80 (s,lH), 10.53 (s.lH) 
[0 10 61 

6 8 miiE#2 0 0 3-3 0 0 5 9 3 




4*2 001 -3 97638 



C-ft 5 3 } 





^OH 



N-t Kn^tz-i-t^f v:/^;i/({4-[4-(;t5^;i/;?.;b/}sr:;i/):7xy.*S/l7x:^ 

VNMR(DMSO-Dg) 6 0.82(d,J=6.8Hz,lH),1.04(m,lH), 1.27(m,2H), 1.50(iii,3H) , 
1.66(«,2H), 1.98(iB,lH), 2.26(ni,2H), 3.18 (d,J=7.2Hz,2H) , 3.23(s,3H), 7. 
42-7.31 (m,4fl), 7.86(in,2H), 7.98 (iii,2H), 8.82 (s.lH), 10.57(s,lH) 
[0 10 7] 

mmms4 



MeaN 




N-{i-[(t \^n^i^7S. 2/^'n^>5^;M-N-({4-T4-(;t^;i/ 

VNMR(DMSO-Dg) 6 1.55(m,4H),1.82(in,2H), 2.14(m,2H), 2.79(s,3H), 2.99(s,3 
H), 3.33(s,3H), 4.29(s,2H), 7.22-7.31 (ib,4H) , 7.94-8. 00(m,4H) , 8.79 (s,l 
H),11.64(s,lH) 




6 9 



ffiSEi^ 2003-300593 




4f 2 001-397638 
N-ti KD^J/-l-[({4-[4-(^i^>n/;^;i/3f>-;i/)7xy ^S/]-7xri;i/}x;i/5f; 

^H-NMR(DMSO-Dg) S 

1.28(n,6H),1.65(in,2H), 1.78(m,2H) ,3.22(s,3H) , 7.25-7.33(m,4H) , 7.59(s,lH 
), 7.84(m,2H), 7.95(in,2H), 8.62 (s,lH), 10.25(s,lH) 
[0 10 9] 

. [ft 5 6] 

5H 





N-[2-(fc: Fn^*/T5 >')-2-;4-dpyx^;i/]-N-({4-[4-(;ii^;i/>t;i/3i>r.;i/ 
^H-NMR(DMSO-Dg) 6 

2.55(t,J=7.6Hz,2H) ,3.23(s,3H) , 3.41(t,J=7.6Hz,2H) ,3.79(s,2H) , 7.28-7.34 
(in,4H), 7.88(m,2H), 7.98(iii,2H) , 8.92 (s,lH), 10.63 (s,lH) ,12.37(brs,lH) 
[0 110] 

mmmsi 

[ft 5 7 ] 




o o 

N'2'-/<>s;;i/-N'^'-ii KD^i/-N'2*-({4-[4-(;«i5^;b:^;i/5^^>n/)7x>' 

^H-NMR(DMSO-Dg) 6 

3.23(s,3H), 3.67(s,2H),4.34(s,2H), 7.24-7.36 (ib,9H), 7.93(ib,2H), 7.99(ib, 
2H}, 8.89 (s,lH), 10.53 (s,lH) 



aiS#2 003-30059 



# 



• 



#2.0 01 — 3 97638 



[0 111] 



[^b5 8] 




N'^'-t: Ka^$/-N'^'-(4-;)i h^i//<>$;;i/)-N'^'-({4-[4-(:*5^;i/>i;i/ 



3.23(s,3B), 3.63(s,2H), 3.73(s,2H), 4.35(s,2H), 6.89(ib,2H) , 7.16(b,2H) , 
7.27(m,2H), 7.31(a,2H), 7.92(id,2H), 7.98(m,2H), 8.88(s,lH), 10,52 (s,lH) 
[0 112] 

mmm3 9 

[■ft5 9] 



^H-NMR(DMSO-Dg) 6 

2.40(t,J=7.6Hz,2H), 2.54(d,J=4.4Hz,3H) , 3.23(s,3H), 3.76(s,2H), 7.28-7.3 
5(m,4H), 7.88(m,3H), 7.98(n,2H), 8.94 (s,lH), 10.68 (s.lH) 
(0 113] 

mmm^ o 



^H-NMR(DMSO-Dg) 8 




O O 



7 1. 



a}|E#2 003-300593( 



#2 001-3 97638 



lite 0] 




N-{i-[(ti Kn^i/T^ y):!!j;i/jJ<-;i/]^f-;H-N-({4-[4-(^5^;iy7.;i/j^::i 

VNMR(DHSO-Dg) 6 

2.66(m,2H), 3.23(s,3H), 3.38(«,6H), 3.51-3.58(ii,4H) , 3.81 (s,2H), 7.28-7. 
43(bi,4H), 7,88(in,2H), 7.98(m,2H), 8.93(s,lB), 10.66 (s,lH) 

CO 1 1 4] 
IIJ6M4 1 
C-fb 6 1 ] 



N' ^' -t Fn :^rJ/-N' 2' -( {4- [4-(;* y3iJ^i/]y 3l-M 
3ix - ;i/)-N' 2' -( 3 -fcf U ^ V K 

^H-NMR{DMSO-Dg) 5 

3.23(s,3H), 3.73(s,2H), 4.45(s,2H), 7.26-7.36(id,4H) , 7.37(in,lH), 7.71(m, 
IH), 7.89 (m,2H), 7.99(in,2H), 8.43(m,lB), 7.49(in,lH), 8.92(s,lH), 10.59 
(s.lH) 

[0 1151 

mmm4: 2 




7 2 



ffiSE4# 2003-30059 3" 



#2001—397638 



C-ffce 2] 




O 



N'^'-t: FD^i'-N'2*-({4-[4-(;i^;t/:^;i/jix^;b)7x>/^i/]7x-;i/};^;i/ 

- ;i/)-N' 2' -(4 -fcf U ^ U 2/:^^ K 

^H-NMR(DMSO-Dg) 6 

3.23(s,3H), 4.04(s,2H), 4.685(s,2H), 7.29-7.35(«,4H), 7.85(br,2H), 7.94- 
8.01 (m,4H), 7.72-8.79 (br,3H), 12.30 (s,lH) 

CO 1 1 6] 
%WS^^ 3 
. C-ffc 6 3 ] 



N^-ii K n dp iz-N^-C 3 h :/a i^;i/)-N 2-( {4 - [4 ^;l/;^.;^Ji^^;I/) 
7 X y ^ S/] 7 jcr:;i/} :;?.;i/7j>r.;i/) ^ U 2/> r ^ F 
^H-NMR(DMSO-Dg) 6 

1.70(io,4H), 3.16-3.21(m,5H), 3.23(s,3e), 3.29(t,J=6.0Hz,2H) , 3.73(s,2H), 
7.27-7.34(m,4H), 7.88 (m,2H), 7.98(in,2H), 8.93(s,lH), 10.62(s,lH) 
[0 117] 

%mm4. 4 




7 3 



ffitli^ 2003-300593( 



4^2 001 -3 97638 




O 



H 



,OH 



^H-NMR(DMSO-Dg) S 

3.19(s,3H), 3.23(s,3H), 3.36(t,J=6.0Hz,2H) , 3.45(t, J=6.0Hz,2H) , 3.80(s,2 
H) ,7.23-7.33 (id,4H), 7.89(m,2H), 7.98(m,2H), 8.91 (s,lH), 10.53(s,lH) 
[0 1181 

mmm4: 5 

Cft6 5] 



l-[(2-n:hdF.s/x5^;i/)({4-[4-(;*f^;i/:x;i/3jN-;i/)7a:y' ^t/] y^L-M x 

^H-NMR(DMSO-Dg) 6 

1.09(t,J=6.8Hz,3H), 1.53(id,4H), 1.95(in,2H), 2.24(m,2H), 3.23(s,3H), 3,39 
-3.49(m,4H),- 3.52(m,2H), 3.81(b,2H) , 7.25-7.34(in,4H) , 7.90(m,2H), 7.98(ni 
,2H), 8.81(s,lH), 10.32(s,lH) 
[0 119] 

mmm4: e 




ffilE^ 2003-30059 




N-(l-[(t H^u^t/TS. j)itjjv^-)i] i/^a^5^;M-N-({4-[4-( 
^H-NMR(DBSO-Dg) 6 

1.18(t,J=7.2Hz,3H), 1.69(«,2H), 2.36(b,4H), 3.23(s,3H), 4.10(q,J=7.2Hz,2 
H), 4.17(s,2H), 7.25(m,2H), 7.31(b,4H), 7.84(i»,2H), 7.97 (b,2H), 8.88(s,1 
H), 10.84(s,lH) 

CO 1 2 0] 
llffiM4 7 

lite 7] 




N-t: Ka^i/-l-[({4-[4-(^^;i/7.;i/d%-;i/)>'iy' ^i/] :7airi;i/}::?.;i/5iN 
^H-NMR (DMSO-Dg) 8 

1. 27(10, 2H), 1.41(m,2H), 1.79(in,4H), 3.17(s,3H), 7. 19-7.22(in,4H) , 7.76(br 
,1H), 7.79(m,2H), 7.89(m,2H), 8.64(s,lH), 10.21(s,lH) 



[0 12 1] 
[ft 6 8] 




7 5 



tt}a#2 003-300593' 




N-t Kn^$/-l-[({4-[4-(;)l^;bX;b5^r:;U)7x>^dpS/]7x:^;W;^;i'3^ 
^H-MMR(DMSO-Dg) 8 

1.64(m,2H), 2.05(n,2H), 2.29(m,4H), 3.23 (s,3H), 7.26-7. 31 (n,4H) , 7.84(ib 
,2H), 7.96(m,2H), 8.21(br,lH), 8.71 (br.lH), 10.41 (s.lH) 
[0 12 2] 

mmm4: 9 

[ft 6 9 ] 




^^ifVa~jvm (10. 8g) , mm:^V'y:^ (esg) , F ( 

300ml) 0^^^tc, 4-i'no-3-nha^,tMxg=-;i/ (28. Ig) ®DMF 

(loool) i§?g5:jnK., 8 oxziz-mmLr^. U'^m-k6}^mx'mwi.r~^.m»^ 
mmv, mm^mmmmLt-. mmzi^ai^jvaL-T-jv (sono (loomi) 

x^;i/T*ffiffitfc. Jt«l®S:Sg^:^hU'^AT'^^, iii^Ufc. (27.63g 

5fe®St##r <i2.9g) ©5^h9fc;Kn79> (soomi) ^Mtc. i o% pa/c (i 

ffl^^Jgj (9.4g) fcN-t Kn=^f5/'<>Xh Urv^-;i/ (HOBt 
) (5.9g)i:®2^>i^;i/i}^;i/i*r$ K (200mi) mWLiz. i -x^;u-3- (3- 



ffilE# 2003-3005931 



ii#2 001-3 97638 
*J^^)\^r^J-fn\iJ\^) i3}\^ifsV^KY'im^ (EDC-HCl) (7.4g)$:iDK. 

T>^^. ?g!iSbfe, j^^S:e;:ii^;i/X-5^;i,i:-.:^i^>il*^&^SSSbT«S8b 

[0 12 3] 
Xig ( i i ) : 

-fb-^ifeU I (8.43g) (O'J^nui^^y (somi) ^mic;m^fc7.;i/:7u;b (4. 

Afc/N^^^-y-^ii^^e^M^b, (8.8g) 

i: bT#fc. 

[0 1 2 4] 

X®(i i i) : 

7^t:K (i.5g) ii-fb^t»i II a.9e) (O^h^tiFa^^v (80ml) ^?KIC, 
6 0%7K^'fb:>-hUt;i» (0.5g) &AD;tfc„ 4^^^, ^f5^$:Jiffiti»bfco 
3S^lCif^X^;i. (10ml) i,/v^ih>(50Bl)5:*nx.fc^. lN-SM(20ml), * 

(800.1) ©MHicHn^, HK:/s^-9->(ioomi)S:in;t.M-e 2 o^-m#bfe. 

^^j©s:^^b, mmmx^^ (2.6g) s:#fco 

(2.6g) tCS;:t^i?-:y (300ml), .^^>'-;i/ (50ml) , -S^h^llFD 
79> (80ml) , ;BJ:tF5%Pd/C (2.6g) S:in;tfc. ^m©7K^#ffl^T> 

(2.3g) 
n:@(iv): 

7j<}^bfc^^#ffl^T0^b^^I V (2.3g) (DV:^^)\^Mi^r^ K (20ml) Sif 

mz. %Q%ii^mi^-rv^)^i^ (o.2g) s:]6D;tfc^,^s-C'i^r^^^bfco # 

7 7 ffilE# 2003-300593 




4f2 001 -3 97638 

=e^^hmmK^^^ gtmx5-;v-ei*ffibfc. ^M&esM^i-'J ^^-^"^'^^^ 

x^;^=3/l3b^e,7/3) -e«iab> #iin# (2.4g) rtiici^^b^^^Xi 
5ml), i.2-x^>>>'^pr-;Ko.8mi) S:in^, onhhx. vvyun 
@tm(20mi)5:in;tfc„ 3^r^^-a^E^i*ibfc, 2?^y:/nbf;bx-5^;i/(20m 

1), ^^1J->(200ml)S:mT> mfe®<*^&^^lg'^ -fb^t»V (2.4g) ' 

[0 12 51 

( V ) t 

-1 5X:®^^#H^T®^fc^%V (2.4g) , N-;t5^;b^>'^^>U>(0-6n.l)®^ 

-7^_ (/s^ij->/fiP^x^;b=i/i*-6.i/4) x^mmh. ii.^mvia.Qe)^m 

feo 

^H-NMRCCDClg) S 

1.41(t,J=7.2Hz.3H),2.88(m.lH),3.06(m,lH),3.20(m,lH).3.75(«,lH),4.40(q.J= 
7.2Hz.2H)4.50(d,J=16Hz.lH),4.74(d,J=16Hz,lH),7.00(m,2H).7.08(m,lH), 7.18 
(«.2H) ,7.45(d,J=8.0Hz,lH) ,7.78(d.J=8.0Hz.lH) .7.89(m.2H)8.09(m.lH) .9.03(b 
r,lH) 

[0 12 6] 

mmm 50 

[{b 7 0 ] 



E102C 




mUnZO 03-300593 



2 0 0 1 - 3 9 7 6 3 8 

Hil^H^b. 'fb'&tivii (o.4g) ^ntco 

^H-NMRCDMSO-Dg) 8 

2.8l(o..lH) ,3.19(S.3H) .3.40(m,lH) ,4.02(m.lH) . 4.52+4.73+4.95(2H.NCH2C0) .7 
.06(n.,2H).7.13(m. 2H) .7.33(m,2H) .7.51(d,J=8Hz.lH) ,7.62(dd.J=1.6.8Hz,lH) . 
7.67(d.J=l,6Hz,lH) .7.91 (m,2H) .9.05+9.46(s,lH) .10.4U10.85(s.lH) .13.19(br 
,1H) 

[0 12 7] 

So 
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t-kS 


5 1 






5 2 


>(CH^^- ^ 


CH(CH«)CH^CHs, 


5 3 




CHoCH^CHp 


5 4 


•(CHa)3- . 




5 5 




CH^COOH 


5 6 


.(CHn>o-0.(CH^^n- 


CH^CHoCHa 


5 7 


.rcHoWO.(CH-j>^- 


CH(CH<DCH,CH, 


5 8 


H 1 CH(CH«), 


CHoCOOH 



[0128] 

So 

[^b 7 2 ] 
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001-397638 



[^21 





1 


33 1 




5 9 


(CH.).- J 


J H^L/Xl^ vj u ri v^-tiflM 


6 0 


•(CH^v 


nu" ^XJ /^"H" r^PW 1 


6 1 




CH^CHs)-? — 1 


6 2 


■(CH^*- 


j»^TT /"ITT /^/^XJ 1 


6 3 




«-r-r y-tTT /"ITT /^/^XJ//^TT \ I 

CH^CHsCH^OCrlCona;^ 


6 4 




CH^CH^^OCH^CHs J 


6 5 


•(CH^«- ^ 


CHi,CH50CH(CH!,)9 1 


6 6 


.rCH.V 


^TT /^T_T /^/^U i 

CHaCHaCHpOOtls 


6 7 






6 8 


■(CH^^i- . 


CH,CH,OCH^ 


6 9 




n-TT ^TT /^TT r\f^'XStC^'VX \ 

CHoCHsGH^OCHC^xlftJa 


7 0 


-^CH,VO-(CH«\- 


CH^CHqOCHoCHs 


7 1 


-(CHoWO-(CH^^- ^ 


CH,CHoOCH(CH«)f, 


7 2 


-CCHo)'.-0.(CH^)o- 


j-«-»-r rtTT rvcs 

CH^CHQCHyOCHg 


7 3 


.(CH,)o-0-(CHo)o- 




7 4 


.(CH9)<2-0.(CHo^r 


CH^CHoOCH,, 


7 5 




GH^CHoCHfiOCH(CHa),, 


7 6 


H 


omenta 


CHoCH^OCH^CHq 


7 7 


H 




CHoCH.OCHfCH,), 


7 8 


H 




CH^CH^CH^OCH. 


7 9 


H 


CHCCH^O. 


CHoCH,OCH, 


8 0 


H 


CH(CH^, 


CH«CH,CH,OCH(CH«)o 



[0 12 9] 

8 1 ffiliE# 2003-300593 
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lit! S] 




CO 1 3 0] 
[{b7 4l 




N-tKa^i/-2.2-i;^^;v-4-({4-[4-(;<^;b:^;v'i^-^i')-7:nyaf>>i7 

CO 1 3 1] 



ffiIiE# 2 003-300593 



2 00 1—3 97638 



Hb7 5] 




[0 13 2] 

[-ft 7 6 ] 



MH 





[0 13 3] 



2003-300 5 93 



#2 001-397638 



C-fb 7 7 ] 




[0 13 4] 

lit! S] 




o pH 



N-tFa^j/-i-({4-[4-u^;u;^;v'J->->'W7x^^s/]7x-;i/}:^;i^'J-- 

[0 13 51 



ttilEif^ 2003-30059 3. 




#2 0 0 1-3 9 7.6 3 8 



[^b 7 9 ] 




[0 13 6] 
[^b 8 0 ] 




N-t KD ^ S.-4 -(2->i h ^ 2/x^;i/)- 1 -( 14 - [4 -U 7 x >^ 

[0 13 7] 



2003-30 0593 



iif2 001-3 97638 



[-fb 8 1 ] 




[0 13 8] 
Mb 8 2] 




OH 



[0 13 9] 
[^fc 8 3 1 



4 




r ° 



Nl-tlFD^i/-N2-(2-Xh^>>X^;i.)-N2-({4-[4-U^;i/;^;bd^->'V)7 
[0 14 0] 

8 6 miE#2 0 0 3-3 0 0 5 9 3 



i|#2 001-397638 



[-ft 8 4 ] 




Ni-tKn^i/-N2-(2-^v^nd<^i/xf-;u)-N2-({4-[4-U^;i/;^;i/^^ 

[0 14 1] 
Ub8 5] 




Ni-iiKD^i/-N2-(2->ih^i/:^ni-;b)-N2-(l4-[4-U^;i.^;i/^>->'i') 

[0 1 4 21 



2 0 

, 7 0 
1 7 



8 7 tfJliE4* 2003-300593 



i|#2001-3 97638 

^ It . I20mg 

[0 14 3] 



2 0 
6 0 
2 5 
8 



^ ft 

[0 14 4] 



3 

1 2 0 mg 



Mtris. lmMm^i:))^iy^^^^^ 0- 0 5 %T r i t o n X- 1 0 0 

d^^^y ^^C^^«b-CV^S„ St r e p t a V i d i n - P O D liX h 1^^ b T 

T r i s -HCl tt2 -T^ ^ - 2 - 1 Fn^J/ 

^^;^_l,3_yn70S?:r-;i/Jei^m'eS>S. O. O 5%B r i j 3 5lid< 
U:r^f>>:n^U>F7=>>;i/X^f>®0. 0 5%«§?igT'$>S. 2. 5niM 4-r 

''(ss^ue^vA) . 0. im-^im\h-rv^)^2^ii^^mi.i^^^)^ TTc^mo. 

Oml)*>e>pH7. 0A^6>7. 5 il J: e> tC^igbfe^?KT'fe5e N a Ng^-^" 
h U ^7ATi^' KS:^fc-ro M0CAc-Pro-Leu-Gly-Leu-A2pr(DNP)-Ala-Arg-NH2tt ( 
7_;^ l.d^S,^VU>-4->f;i/) -Pro-Leu-Gly-Leu-L- [N- (2,4-j;-ba7 

8 8 ffiSE^ 2003-300593 



i|t2 001-397638 

:^ n / 1 > :^ -fl/ 5^ > * * • 

[0 14 5] 
^I^M 1 MM P - 3 Pl^jSftSS^^i^ 
MM P - 3 ^Stt'ffc 

b(proMIIP-3. cDNA sequence in Nature, 348, 699-704 (1990)), i^mMX^^^ 
, Se,lCBiochemist ry 30 . 6476-6483 (1991)0|B^IC bfc^^oT 

ffitssnfeo pT oUMP-3<o^mti.t, imM 4-r^y7x:^;i/*«sr 

^^tS-ffi^StS: C . G . K n i g h t (FEBS Lett. , 296(3) . 263-266 

(1992)){C«£oTfi-ofc. 

^SffiMMP-3(20nM, 10^1), (70^1, lOOmM Tris-HCl^Hfc, lOmM 

fe^ffc^/Ui/'^^A^?^^ lOOmM^^tf-hU^^A^mSJ:^)^©. 0 5%Brij • 
-3 5^m&^tfpH7. 5^m) , M0CAc-Pro-Leu-Gly-Leu-A2pr(DNP)-Ala-Ar 
g-NH2®0. l%DMSO^?« (100MM,10/.l)i:«mb-^4^roDMSOT§mS:l 

0 0Atl/'?x;i/-e«iaU 3 7-C-e^#. -ft-^i^^^ETT'O^^^Sffi&m^^ 
^(A,ex 320nm, ^em 405nm) ?gg5£b> I CgQ&^ffi L/fc" 

■ [0 14 6] 
f^jgtM 2 MM P - 1 3 

MMP- 1 SfS^it 

^^^^->^f:^—^f-3 (proMMP-13) c D N A® C5f53g*^^»rS tifc^©?:-??-:^ 
^rn-->i'*t-5(J.Biol.Chem., 269(24), 16766-16773 (1994))fc«), 2«® 
Zl^^ly^^ K:/^^V- (5' -GGAATTCCATATGCTGCCGCTGCCGAGTGGTGGTG 
ATGAAGATG-3' ;feJ:t5 5' -TTT GGATCCTTA GGCGTACAGGCTTTGAATACCnGTACATCGTGATC 

AGG-3' :r^m\tm^(Di^^yt=.y^^ti<^mmdemirmm)<Dr.ib<^mifi^m 

8 9 ffifiEi|t2 0 0 3-3 0 0 5 9 3 



#2 001-397638 



5-fV-i:Pf u DNA 3i<U:5l^--er (STRATAGENE)tCj: y PORT?, ^^«tt 
MMP-1 30 8 4 ^^coMlS^Ji: 1 6 4®T5 Kf-S 7 6 

7 bp 7 hjb^^^Ufc. S:7v</^> h{iNdeIi:BanHIi:T*mffl$n, P 

ETlla (STRATAGENE)C!)NdeIfe J;t>*BamHI^}C^^Stl, E. coli BL2 1 (DE3 

)fpKmnmm-^nmm-^ixr^. mmoymE^mmm'^B iochemistry 

®iB^}Ctfe*^o-CiiS{$tlfe. ^ttm*$:2 0 mM Tr i s-HCl(pfi7.2 
)/5mM CaClg/O. 0 2 % N a Ng^^T^jS^f b, SP--fe7rn-:^ 
HP (1.6 X 10 cm, T'rS/-yJ^-yrJ\^'rt/7^'^-^7i-'rv^)izmi'> 

iims:5 omi®o*>5>o. 3 m mib-rh^)^2^mwL<Dm.mm^{tizj:*}n^ 

fc. (-Si$^ISLfcproMMP-13i±J!©0.2MT?j§mbfe. ) ^ffi^SS: 2 0 mM T 
r i s -HCl (pH7.9)/5mM C a C 1 2 0 O mM (NH^) gSO^/O. 
0 2% N aNglSISTfM^fU :7 x-;i/-fe7 T O H P 3!; ^ A (1.6 x 5cm, T 
V>>i?'A-7r;i/Vi/7A-f;4-7^»Vi') tC-f^fb, ^lUSO. 2 M^O^?) 0 Mm 

r-fe-5=— hT?7SS-fbb, fg-I^MMP- 13&Biochemistr y.U<^mM 
[0 14 7] 

mmfS^^^^C. G. Kn i sht0:^m. (FEBS Lett., 296(3), 263-266 
(1992)) {CtieoTffo fee 
^SffiMM P - 1 3 (20nM, 10/tiI), MSIS (70^1. lOOmM Tris-HCl^?g, lOmM 

PH7.5^M) ^ M0CAc-Pro-Leu-Gly-Leu^A2pr(DNP)-Ala-Arg-NH2® 0. 1%DMS 

ommaoQ (111,10(1 1) t^mit-^moDMso^m^i. s^is, 3 7tctm> 

dra/^-i^a^bfe. ?i-^igj$:9 6 '?x;i/©:^U- S±{C 1 0 0 (il/^ x.}]/X'flk 



ffiS#2 003-300593< 



#2 001-397638 

405nm) I Cgo&^mi^fco 

[0 14 8] 
^J^m 3 MM P - 2 mMfB^M^U^ 

MMP-2^^T^yfe-<^^y 1^ (Gelatinase Activity Assay, O^yi/a--^ 

MM p - 2 mmt 

1. 2unbMMP-2 (iofiu K-vy^-^y^^-^^ 3ommmm&) 

, TTC^®St(980/.l), 2. 5niM 4 - T ^ 7 7 xii;!.*^^^^- 
144,^1)5:3 T-C-^ 3 0^r^r<>^^-^-M^fc^'^^^*•^^^■^^■^■^'^^^^^ 

o 

1), ?Stt-ftMMP-2(D^IR(10Ml)S:9 6 .i7X;i/r -fe-f ^V/- b 

X,^P>3 0•C'e3 0^-f^«Sbfe, 3iaTTC^tB?R(200^1)-eSfe?^l.fc 
, HfCStrept avidin-POD (200/. D 5:?^*U 15X:*^e>2 5 
-eeO^^raMbfcODt., 3iaTTC^1B?gt(200Ml)T'gfe?^bfe. 0V^T',A 
BTS (200/.1) mUX'^O^MU^^ m^^S4 0 5nnn?ll 

jtbfco ^j^s^'|S5^)^e,^^^T®^^cJ:yMMP-2S^^S'^^®M^?:^ffibfeo 

3 > > n - ^;i/^?K«>^ y k: DM s o (2 A 1) S:*n^fc. 
^7 > ^ > >/';!/?§?K®# y D M s o (2 A 1) S:lin;t, :&^o?stt^tMM p - . 

zmmao^l)<Dm*)K^ l. 2Ut hMMP-2S:in;tf K:JS1£^bMMP-2 
[0149] 

fitS^^J 4 MM P - dm^fSWS&M^^ 

MMP-g^Sffi-ffc 

9 1 2003-300593 



# 
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ig«?K(190/*l;50mM TrU-HCl^im. 0 h ^ ^^^^ 5mM^^fc 
^/0iyt7l.^m. *>bpH7.5lC^^bfc%®), t:hMMP-9 (10^*1). ^ 

31x^x^1 o^m>fy^=^^-'i^^^^^-^' ^.^i^r-fu^^^y mm (20^1; 

r-:fn^-ysmg^5mmmmizmm) «:Dd^> 3 t-ci? 1 0 4^|^>f >^rr 
/<-i/3:/bfco ov^T^MS?S (2ml)$:Mbfco mS:^ffl^*-C'»7^T-^ 

[0 15 0] 

mMmm<Dit'^^<DDM s oi§?«(2 ^ d, i^^^ $ tv^if ^ ^ xiss a 

1), ?S.[i'ftMMP-9®?§?iK(lOit*i)S:9 6 ^7x;i/T^y-fe>f:^v-^ (^:^^^°^ 

fc, -<Dmm^7.h\^:fhry^i?y^:^-^^y^^^^^^-'^^^^' ^^"^ 

i^.ioZO'C'^SO^mm^ht^o ^(D^> 3!lITTC^®?«(200Ml)-r'Sfe#bfc 
, HtCSt rept avidin-POD (200^1) S:^*nU 15X;*>6,25 
-C XeO^mm^ht^O)^. 3iaTTC^«?S(200Ml)T'gfe?tUfc„ OV^T.A 
BTS mm (200^1) ^?aT'4 0^^SC@^, ^3^58^4 0 5 n mT'«i 

3 > b o y fcDM s o (2/t I) S:*nxf-o > 
vy;i/t§?gt®^ y icDM s o (2 1) S:*n;t, a^^mmmu p - 9 ^Md 

OAtl)®#yiC, 1. 2UllbMMP-9&iin^-nc?Sffi4l:MMP-2^ 

miimmz^^hr=.mmiiOfii)^-m^r=^' 

CO 1 5 1] 

^^M5 MMP-l 4 (MT l-MMP) law? 

9 2 ffitE^ 2003-300593 
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rv^>(mmm ( 70/ti;o.iM iris-Hci^m , o.m mti-h':^^^^^' lo 

«M , 0.05% Brij35*>P, pH7.5tCi®Sgbfc^?K) . it^m<D 

0.1%w/wDMSOt§?K(10A*l), MMP««^?K (.lO^U MOCAc-Pro-Leu-Gly-Leu- 
A2pr(DNP)-Ala-Arg-NH2, ^-f^ K??TS:T «y •fe>f ^®^mT'50MMJCf&3|Rbfe^m 
) , t hUn>lft->bMTl-MMP(0.4pg/10/il/'^x>«/)&J:<^^«^b 
fco ^n5:^3fe^l^-H'J-c5f-lCTM^bfc (;iex320nm/^em405niD) . 3 7 

■CT'O. 5mm. 2^r^^ 4^IS>f>=^^'<-^>3>'-^=^^>^^^^ 

i-tC^^T/W-hiJ-^f-lCTM^bfc ( ;i ex320nin/ A, em405nm) , 

- MMP^|gtODf^*>yiCAs s ay b u f f e r S: 1 0 a* l^in 
[0 15 2] 

6 MM P - 1 ia^?si4ti^^ift 
MMP-1 (r^^39>?fTh- ^:EC3.4.24.7. M h V =t-'r^mmmm^mf& 

, calbiochem cat.444208) « 3 7 6 0 AM P AT'lSiS^t; b^c. ^^^^^ft 
5 0 mMMO P S (pH7.2), 1 0 TaUm\:^ ^l^t^^ ^^^^^ 1 0 u-UM^m 

^ffi^bMMP- 1 n 3 7x:t'6 oib-l^yu'^f 

- h bfc, ZiniC 2 5 ^llMca-Pro-Leu-Dpa-Ala-Arg-NH25:*n;tT, 3 7lCt? 1 2 

[0 15 3] 

|«®i'e^I 1 ~ .5 ® S:^ 1 ICa^ b . 

[^3] 

^3 

MMP^ffi 



9 3 
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mmm 


MMP-13 


MMP-3 


MMP-14 
IS.* 


MMP-2 


MMP-9 
Pt^ 


MMP-1 

Rag 




7.4- 


88 


87.3 


>100 


>100 


NT 




5.7 


21.2 


3802 


<100 


300 


7210 


mmms 


0.5 


4.8 


172 


>100 


1000 


NT 




1.3 


15,4 


105 


100 


>100 


NT 


mmm 10 


S4.4 


85.8 


>5qoo 


2400 


6800 


NT 


mmm 12 


4 


16 


893.3 


<100 


<100 


>10000 




10.8 


13.5 


>5000 


900 


4700 


>10000 


mm 16 


24.6 


5.2 


>5000 


300 


700 


NT 


msm IS 


3.1 


29.9 


799 


100' 


500 


3300 




1.9 


26.6 


668 


1200 


1400 


>10000 


mmm 23 


4.1 


21.6 


>5000 


2100 


2300 


>10000 


mmm24: 


16.3 


128.2 


>5000 


>10000 


>10000 


NT 


mmm26 


1.9 


14.3 


395.4 


300 


>100 


3900 


mmm27 


21.3 


89.4 


>5000 


>10000 


>10000 


NT 


mmm 31 


11.2 


59 


>5000 


800 


4900 


NT 


mmm 36 


3.81 


37.1 


937.8 


2900 


>100 


NT 


mmm 42 


4.02 


67.5 


>5000' 


<100 


4300 


>10000 


mmm43 


<0.5 


8.5 ' 


82 


1500 


600 


NT 


mmmu 


0.5 


2.7 


343 


>100 


>10000 


NT 


mmm4& 


0.6 


1.5 


>1500 


>100 


>100 


4960 


mmm^ 


10.5 


11,6 


>1500 


>100 


>100 


NT 


mmm4B 


6,9 


35.9 


>1500 


>100 


>100 


NT 




3 


38 


>1000 


>100 


244 


NT 
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[-ftS 6] 



HC52C 




.OMe 



^CONHOH 



[0 15 4] 

mmWimt.hXl.e w i s?hm-m^vh^m^^r=.. Mycobacteria™ butyricum 
^4 





s P s s 














10 


-0.24±0.45 


1.07±0.31 




50 


10 


.1.06±0.47** . 


0.74±0.16** 



«*: P<0.01(t ^fejg) 
[0 15 5] 

SEQUENCE LISTING 

<110> SUMITOMO PHARMACEUTICALS COMPANY, LIMITED 



ffiSE^ 2 0 03-30 0 593 




m 




i{f2001-397638 



<120> Hydroxamic acid derivative and HMP Inhibitor containing said deriv 
ative as active ingredient 

<130> 181814 

<160> 3 

<210> 1 
<211> 44 
<212> DNA 

<213> Artificial Sequence 
<400> 1 

ggaattccat atgctgccgc tgccgagtgg tggtgatgaa gatg 44 

<210> 2 
<211> 51 
<212> DNA 

<213> Artificial Sequence 

<400> 2 

tttggatcct tagccgtaca ggctttgaat accttgtaca tcgtcatcag g 51 

<210> 3 
<211> 6 
<212> PRT 

<213> Artificial Sequence 

<223> Xaa at position 1 means 7-methoxycouaalin-4-yl proline and Xaa at 



g 8 
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001 -3 97638 

position 5 means L- [N-(2,4"-dlnitrophenyl)-L-2,3-diaminopropionyl] -alanin 
e. 

<400> 3 

Xaa Leu Gly Leu Xaa Arg 
1 5 
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r4_s02-<Q^O-<QkS02X-$^— CONHOH (D 



1 



mUn2Q 0 3-300593 



• 



#2 0 0 1-3 9 7 6.3 8 



ffi IS A 



Ca0 0 1 8 3 3 7 0) 
1. U^^BB 1 9 9 0^ Sn 9H 
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